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E XPERIMENTAL allergic encephalomyelitis (EAE) can be readily 
produced in adult mammals or birds by the intradermal injection of 
avian or mammakhan brain or cord (or certain fractions derived there- 
from) when homogenized with Mycobacterium tuberculosis or a related 
organism in the presence of mineral oil, emulsifier, and saline. The 
clinical signs of neurological damage appear two to three weeks after 
the injection’ and, if the disease reaction is severe, the animals quickly 
succumb, On autopsy, marked histological damage is observed in both 
brain and cord. The lesions are perivascular and inflammatory with 
demyelination and necrosis depending on severity and duration of lesions.’ 

The sequence of biological events occurring in the two weeks interim 
between the injection and the development of clinical signs of disease 
is more or less a complete mystery. There is evidence that the active 
principle is quickly disseminated from the injection site,* probably to the 
draining lymph nodes,‘ but from there its passage to the brain (or the 
passage of a secondary reaction product) can only be deduced from 
the ensuing brain damage. Attempts to demonstrate an active principle 
in serum have been unsuccessful (Chapter 15%), but Paterson has shown 
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that passive transfer of the disease can be achieved when lymphoid 
cells of pre-encephalitic donors are injected into prepared recipients.° The 
latter finding strengthens the theory that the disease has an immunologic 
basis but yields no information as to the immediate cause of the neuro- 
logic damage. 

It has been our thesis that identification of the active encephalitogenic 
constituent of neural tissue may eventually provide the means to this end. 
Thus the purification of the antigen has constituted one of our major 
research efforts (Chapter 12?). At the present time, we can contribute 
nothing toward the solution of this primary problem of etiology except 
details for the preparation of a highly purified homologous brain protein, 
1-5 micrograms of which will induce disease in guinea pigs comparable to 
that induced by 100-500 micrograms of lyophilized whole brain.° 


One of the most widely accepted theories of the induction of encephalo- 
myelitis has been that it is related to (or results from) a state of delayed 
hypersensitivity in the host (Chapter 177). Early experiments on the 
relationship of EAE to skin hypersensitivity in rabbits and guinea pigs 
had yielded conflicting data. Since whole CNS had been used for 
the skin tests, as well as for disease induction, experiments were set up 
using the purified antigen as the skin test reagent to determine whether 
a positive correlation between induction of the disease and a delayed skin 
reaction might be observed. It was impossible to demonstrate cutaneous 
hypersensitivity, even to large doses of the antigen, in animals previously 
treated with whole CNS tissue in complete adjuvant. However, those 
animals which were skin tested repeatedly one to three weeks after chal- 
lenge failed to develop clinical signs of the disease.* By anticipating the 
development of cutaneous hypersensitivity prior to the development of 
clinical signs, we had fortuitously picked a timing schedule effective in 
suppressing the clinical signs altogether. 


Whether neurologic damage is related to hypersensitivity or not, it is 
evident that the immunologic events developing in the treated animals 
are quite complicated. There are many variables to be considered which 
might conceivably influence the suppressive action of the purified protein: 
1. Would more complete suppression be obtained if the original vaccine 
and the skin test reagent contained the same protein fraction? 2, What 
is the optimal route of administration? 3. Is the suppression specific to 
the encephalitogenic fraction of whole brain? 4. If so, is there a quantita- 
tive relationship between the amount of antigen required to induce the 
disease and the amount which suppresses it? 5. Is there an optimal time 
schedule? 6. Can one differentiate between prevention (pre-treatment), 
suppression (treatment after initiation, but before clinical signs are evi- 
dent) and therapy (treatment after clinical signs have developed) ? 


In order to answer these questions, we have recently carried out a 
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series of experiments on suppression of the disease by treatment of the 
experimental animals with the active protein at various time intervals 
after the challenging injection, but prior to the development of clinical 
signs of disease. 


FRACTIONATION OF GUINEA PIG BRAIN 
WHOLE BRAIN 
CHC13: CH30H 
(2: i3 


| 
RESIDUE EXTRA 
(inactive) 
Repeated xtn: 
H20, 10% NaCl, 
H20, 0.01 N HCl 
(pH 3.5-5.5 inactive) 
RESIDUE pH 2.0-3.5 xts. 
(inactive) 
0.5 sat. 
(NH4) 2804 
PRECIPITATE 
(inactive) 
dialyze 
SOLUBLE PROTEIN 
(low specific (active) 
activity) 
Fig. 1. 


EXPERIMENTAL RESULTS 


The experiments to be discussed were carried out under uniform condi- 
tions of animal maintenance, diet, observations, et cetera. The guinea 
pigs used were disease-free NIH stock produced by random breeding in 
a closed colopv. EAE was induced by injecting an emulsion made up of 
1 ml 0.5 per cent phenol-0.9 per cent saline, 1 ml aquaphor, 2 ml min- 
eral oil containing 2 mg Mycobacterium butyricum per ml, and vary- 
ing amounts of CNS preparations; 0.1 ml was injected intracutaneously 
over the sternum. Suppression injections were given on days eight, thir- 
teen and eighteen after the initiating injection. Intracutaneous injections 
were made in two separate sites on the back, each consisting of 0.5 mg 
protein in 0.1 ml physiological saline. Intravenous injections were given 
in the penile vein, 1 mg antigen in .1 ml saline. 

The protein fraction used was prepared by the procedure shown in 
Figure 1. In some cases this fraction was further purified by dialysis 
against 0.05 M borate, pH9, and removal of insoluble material by centri- 
fugation. Results with purified acid-soluble protein and borate-soluble 
protein were not significantly different. 
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Suppression of clinical disease was complete in animals treated with 
active brain protein after an initiating injection of whole brain in complete 


TABLE I. SUPPRESSION OF CLINICAL 

SIGNS OF EAE BY PURIFIED ENCEPHA- 

LITOGENIC PROTEIN FRACTION FROM 
HOMOLOGOUS BRAIN 


Experiment 1. 
Controls Treated Animals 
Day of Onset Day of Onset 
18 
12 
14 
21 
18 
18 
18 


All animals received an initial injection of 0.3 mg. 
lyophilized guinea pig brain plus.0.1 mg. Myco- 
bacterium butyricum in adjuvant. Treated animals 
received, in addition, 1 mg. encephalitogenic fraction 
in saline intracutaneously on the eighth, thirteenth and 
eighteenth days after the initial injection. Experiment 
terminated on thirtieth day. 


adjuvant* (Table I). The treated animals remained symptom-free and 
continued to gain weight for thirty days. Histologically, however, the 
two groups were indistinguishable (Table Il). The histologic ratings 
were made by two neuropathologists, each having no knowledge of the 


TABLE II. HISTOLOGIC DATA* 


Experiment 1. 
Controls Treated 

Brain Cord Brain Cord 

+4 

+ + 

+ + + 

= + + 
+ + + 
+ + = 
O-+ + O—+ 

+ + + + 
+ 

0 + + 
O-+ t—+ + 
0 oO-—+ 0 0 

0 O-+ 0 0 


*Explanation of ratings given in Reference 1. 


other’s ratings or of the clinical state of the animals. Even though the 
histologic damage in the two groups was approximately the same, the 
average disease index of the treated animals was significantly less than 
that of the controls (1.70.6 as compared to 7.1+1.0). The disease index 


852 ANNALS OF ALLERGY 


| | 


ALLERGIC ENCEPHALOMYELITIS—KIES ET AL 


is a quantitative evaluation of the severity of pan based on both clinical 
and histologic results. 

It has been shown that suppression depends on the quantitative relation- 
ship between the amount of antigen used in the initiating injection and the 


TABLE III, EFFECT OF ANTIGEN CONCENTRATION 
IN INITIAL INJECTION ON SUPPRESSION 


OF EAE 
Experiment 3. 
‘Disease Index + Mean 
Initial Injection Controls Treated* 
0.1 mg. active protein + 0.1 mg. Myco- 

bacterium butyricum in adjuvant 7.0+0.9 6.24+1.2 

0.02 mg. active protein + 0.1 mg. Myco- 
bacterium butyricum in adjuvant 8.04+1.6 2.3348 

p=0. 


*] mg. active protein in saline intracutaneously on days eight, thir- 
teen and eighteen. 


amount used for suppression. If excessive amounts of antigen are utilized 
to induce the disease, complete clinical suppression is not observed (Table 
III). Likewise, if the amount of active protein used in the suppressive 
injections is reduced to one fifth the effective dose, no suppression is 


TABLEIV. EFFECT OF NUMBER OF INJECTIONS AND 
CONCENTRATION OF ACTIVE PROTEIN ON 
SUPPRESSION OF EAE* 


Experiment 2. 
Treatment Disease Index + S.E. Mean** 
None (controls) 6.741.7 
1 mg. on day 8 6.8+1.4 
1 mg. on days 8 and 13 5.5+1.4 
1 mg. on davs 8, 13 and 18 1.0+0.2 (p<0.05) 
0.2 mg. on days 8, 13 and 18 5.3+1.8 


* Initial injection=0.3 mg. lyophilized brain + 0.1 mg. Myco- 

bacterium butyricum in 
**Disease index= Numerical evaluation of disease severity based on 
and h ata; O=no disease; 10= maximal 


reaction 


obtained (Table IV). Injection of 1 mg antigen on day eight or 2 mg on 
days eight and thirteen failed to suppress EAE, whereas 3 mg on days 
eight, thirteen, and eighteen suppressed the disease. Further study is 
required to establish whether or not the effective dose must be administered 
on three separate days to exert its maximum effect. 

Preliminary attempts to prove that the ability to suppress is specifi- 
cally related to encephalitogenic activity are summarized in Table V. 
The “inactive” protein tested in this experiment was the first water- 
soluble protein fraction obtained from dried defatted brain (Fig. 1). 
Other inactive fractions chemically more similar to the active protein 
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need to be tested. Further details of this experiment are shown in Table 
VI, in which the histologic and clinical results are somewhat better cor- 
related than in the first experiment. Extension of the length of the 
experiment to forty-five days shows clearly that the clinical suppression 


TABLE V. COMPARISON OF ACTIVE AND INACTIVE 
HOMOLOGOUS BRAIN PROTEINS ON SUPPRESSION 
OF EAE 
Experiment 4. 


Disease Index 
Initial Injection Treatment +S.E. Mean 


A. 0.02 mg. active protein + 
0.1 mg. Mycobacterium 


butyricum in adjuvant 6.1+1.0 
B. 4 1 mg. active pro- 1.240.2 
tein on days 8, 
13 and 18. (p=<0.05) 
Cc. 1 mg. inactive 


protein (D) on 
days 8, 13 and 18 7.041.2 


D. 0.1 mg. inactive protein + 
0.1 mg. Mycobacterium 
butyricum in adjuvant 1.14+0.6 


in the first experiment did not represent merely a delay in onset of disease 
which would have appeared after the thirtieth day. 

Data in Table VII show that the intravenous route can also be utilized 
in the suppression treatments. 


TABLE VI. SUPPRESSION OF EAE* 
Experiment 4, continued 


“Suppressed”’ with Treated with 
Controls Active Protein Inactive Proteins 
Clinical | Histology | Clinical | Histology | Clinical | Histology 
K15 ? = K16 + 
+ ? K21 
+ ? O-+ K16 = 
O-+ + + 
+ + ? o-—+ + + 
? 0 + 0 


*All animals left on experiment wo dime days except those sacrificed 
on day indicated by number following K 


One of the most interesting findings is that the suppression is not species- 
specific since active guinea pig protein can protect guinea pigs against 
disease induced by heterologous (bovine) spinal cord. Although four 
of the treated animals showed slight clinical signs of disease (weight loss 
or hind-leg weakness) all survived for the entire forty-eight days of the 
experiment whereas all of the controls had shown marked paralysis by the 
twenty-second day (Table VIII). 
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DISCUSSION 


Attempts to prevent EAE by preinjection of CNS tissue began almost 
as soon as it was demonstrated that the disease could be produced readily 
by a single injection of brain in complete adjuvant.? Ferraro and Caz- 


TABLE VII. SUPPRESSION OF EAE BY INTRAVENOUS 
INJECTION OF ANTIGEN IN SALINE* 
Experiment 5. 
Controls Treated 
Clinical** Histology Clinical Histology 

15/16 + - ? + 
15/22 + 36+? 
13/15 + ? = 
15/15 +--+ ? O-+ 
15/16 + ? 
15/16 + 29D33 ~ 

Average day of onset=14.1 ? + j 


*Initial injection=0.02 mg. active protein + 0.1 mg. Mycobacterium 
butyricum in adjuvant given to all animals. Treated animals received 
in addition 1 mg. active protein intravenously in saline on days 
eight, thirteen and eighteen. With two exceptions, all survived 
forty-five days with no marked clinical signs. 


**Day onset/day sacrifice. 


zullo’’"* were able to decrease morbidity and mortality of guinea pigs by 
pretreatment with massive doses of whole brain. Condie et al’? reported 
similar results with rabbits, and more recently’* they reported that aqueous 
brain suspensions given intravenously to heparinized rabbits seven days 


TABLE VIII. ABILITY OF HOMOLOGOUS ANTIGEN 
TO SUPPRESS DISEASE INDUCED BY 
HETEROLOGOUS CNS TISSUE 
Experiment 6: Clinical Results 


Treated Animals* Clinical Signs 
? (wt. loss, 29-31 days) 
+ (wt. loss, 8-15 days) 
> (wt. loss, 41-48 days) 


Controls (Day Onset/Day Sacrifice’ 


1 
Average day onset=14.9 + (days 24-29, no wt. loss) 


*All animals received 0.1 lyophilized bovine cord + 0.1 mg. Myco- 

bacterium butyricum in ‘saavent. On days eight, thirteen, eighteen 

treated animals received 1 mg. active guinea pig brain protein intra- 

cutaneously in saline. 
after the initiating injection also protected them against EAE. They 
attributed this protection to the induction of immunologic paralysis in 
their animals analogous to Felton’s immunologic paralysis in mice.** 

Svet-Moldavsky, et al'® have also reported suppression of EAE by 

injections of whole brain suspension after the initiating or challenge dose 
was given, These experiments, as well as those described above, were 
carried out with whole brain rather than an encephalitogenic fraction, and 
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it would be difficult to prove that interference depended on a specific 
reaction of a single constituent of whole brain. 

The results reported in the present paper are consistent with the as- 
sumption that suppression is related to the encephalitogenicity of the 
fraction employed. The purified protein was not homogeneous by elec- 
trophoretic and ultracentrifugal analysis, but such a fraction is now 
available and will be tested as soon as possible. 

The histologic damage unaccompanied by any clinical signs, observed 
in the suppressed animals in Experiment 1 (Table II), raised another 
question concerning the mechanism of suppression. Was there more than 
one active fraction present in brain? Was the H & E stain for in- 
filtration of inflammatory cells telling only part of the story? Or was it 
merely that the day of onset had been delayed sufficiently for the “sup- 
pressed” animals to survive the thirty-day limit of the experiment? The 
last hypothesis was ruled out by the results of subsequent experiments 
which were continued for forty-five or more days, The treated animals 
still failed to show any marked clinical signs during the extended period 
of observation (Experiment 4, Tables V and VI). The interference in 
the progress of the disease which prevented the full development of the 
lesion appeared to have had a lasting effect. 

The severity of clinical signs as well as the extent of histologic damage 
must be related to the particular quantitative relationship existing between 
the initiating dose and the suppressive injections. If the challenge dose is 
relatively weak (just maximal or slightly below maximal in its effect) 
histologic damage as well as clinical signs can be completely suppressed.® 
On the other hand, if the animal is exposed to an overwhelming challenge, 
suppressive injections may have no observable effect other than a postpone- 
ment of the disease for a few days. From our accumulated data it seems 
logical to assume that suppression of clinical signs with no marked reduc- 
tion in histologic damage is merely an intermediate reaction, regardless 
of whether the material used for disease induction is whole tissue or 
purified fraction. 

Since it is known that the route of injection influences the nature of 
the immunologic reaction of an animal to various antigenic preparations, 
it was of interest to determine whether the intracutaneous injection route 
was the only one effective in the suppression phenomenon. Intravenous 
injections appeared to be as effective in suppressing development of clinical 
signs of the disease as did those made intracutaneously. 

Although induction of EAE has been shown to be organ-specific, but 
not species-specific, it was not certain that the neutralization of disease 
reaction noted in the current experiments would also lack species specifi- 
city. Condie et al had observed that whole heterologous tissue injections 
would protect against disease in rabbits.1?> The results of Experiment 6 
make it clear that the encephalitogenic fraction in guinea pig brain can 
suppress the disease induced by heterologous (bovine) cord. The con- 
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verse situation, suppression by a heterologous protein fraction of disease 
induced by homologous antigen, has not been tested. Although suppres- 
sion of clinical signs of disease was not as complete as in the earlier 
experiments, this is probably a quantitative and not a qualitative difference. 
The amount of heterologous antigen used initially may have exceeded 
the amount of homologous antigen used, as for example, in Experiment 4. 

The lack of species-specificity of the suppressive effect, coupled with the 
correlation between suppressive activity and encephalitogenic activity ob- 
served in these experiments, supports the single antigen theory for induc- 
tion of neurologic damage. It seems unlikely that a purified protein frac- 
tion could prevent the disease induced by whole tissue if there existed 
in that tissue several proteins capable of mducing nerve damage. This 
point is by no means proved, but the results are suggestive. 

The injection of large amounts of purified brain antigen during the 
induction period of EAE may result in a condition of antigen excess 
which neutralizes any preformed antibody and/or suppresses its forma- 
tion, Thus exposure of the brain to the (hypothetically) harmful effects 
of the antibody is prevented. Although the experimental results do not 
actually demonstrate the existence of such an antibody, they are consistent 
with this hypothesis. It is believed that further experiments along this line 
will result in further clarification of the complicated biological reactions 
involved in the production and prevention of this experimental disease. 


SUMMARY 


Studies with a purified guinea pig brain protein fraction which is 
encephalitogenic in guinea pigs have shown that: 


1. Three milligrams of the fraction when injected intracutaneously in 
saline eight, thirteen and eighteen days after the initiating injection can com- 
pletely suppress clinical signs of disease induced by a barely maximal 
dose of antigen (0.3 mg whole brain, 0.02 mg purified homologous protein 
fraction, or 0.1 mg bovine spinal cord). The histologic reaction was only 
partially suppressed under these conditions. 


2. There is a quantitative relationship between the amount of antigen 
used to induce and the amount required to suppress the disease. Failure 
to obtain suppression may result from either excess antigen in the initiat- 
ing injection or inadequate amounts in the suppressive injections. The 
severity of the clinical reaction and the histologic damage varies with 
the balance achieved between initiating dose and suppressive injections. 


3. Purified homologous antigen will suppress disease induced by homo- 
logous brain, the purified fraction itself, or heterologous spinal cord. 


4. Intravenous injection of purified antigen appeared to be as effective 
as intracutaneous injection in the suppression of EAE. 
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5. The suppression is not a general reaction of brain protein fractions. 
A water-soluble protein fraction inactive in producing the disease was 
also ineffective in suppressing it. 
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A COMPARATIVE STUDY OF TOPICAL STEROIDS, ANTIHISTA- 
MINES AND POLLEN VACCINE IN THE TREATMENT OF 
HAY FEVER AND HAY ASTHMA 


L. BAGRATUNI, M.A., D.M. 
Medical Officer in Charge, Allergy Clinic, Radcliffe Infirmary, 
Oxford, England 


PreszasonaL vaccine prophylaxis of hay fever is a tedious though 
effective procedure, but the advent of topical steroid therapy promised a 
simple method of controlling symptoms, without the frequent unpleasant 
side effects of antihistamines. Pennypacker' found nasal instillation of 
hydrocortisone effective in 78 per cent of twenty-three patients, and Tuft,? 
using hydrocortisone alcohol, obtained good results in 80 per cent of 
twenty-five patients. Hydrocortisone snuff gave relief to all twenty-four 
of Herxheimer and McAllen’s* patients; and more recently, prednisolone 
as spray or snuff (Anderson and Ogden;* Godfrey, Maunsell and Bruce 
Pearson®), and hydrocortisone hemisuccinate as nasal drops (Morris-Owen 
and Truelove®) have been reasonably effective. The solubility of the 
steroid is all important in obtaining successful treatment. 

Both antihistamines and vaccine treatment have long passed the experi- 
mental stage, and their value is now generally undisputed. 


PRESENT INVESTIGATION 


In the present investigation cortisone, hydrocortisone, prednisolone as 
nasal sprays and hydrocortisone snuff were compared with the antihista- 
mines phenindamine tartrate and promezathine hydrochloride and pollen 
vaccine in fifty-three unselected patients with simple hay fever. These 
patients all gave strongly positive prick skin tests to Bencard’s grass 
pollen extract which contains a mixture of Brome, Cocksfoot, Dogtail, 
False Oat, Fescue, Foxtail, Meadow, Rye, Timothy, Vernal, Wild Oat 
and Yorkshire Fog grass pollens. 

Skin testing with the individual grasses which form this combined grass 
pollen extract has invariably resulted in strongly positive reactions to all, 
suggesting a common antigenic factor. In practice Cocksfoot, Fescue, 
Meadow, Rye, Timothy and Yorkshire Fog grass pollens are those most 
responsible for hay fever symptoms in England. 

The patients selected were not conspicuously sensitive to various common 
tree and shrub pollens on skin testing, and great care was taken to exclude, 
by careful history and skin testing, patients who might be sensitive to 
dust, feathers, fabrics, animal danders and molds. 

Thus, a group of selected pollen-sensitive patients was studied, all of 
whom in the past had experienced hay fever symptoms only between the 
months of late May to early July, a time which coincides with the period 
of maximum grass pollination in England. 
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The advantages of such strict selection is that all the patients had 
symptoms occurring at the same fixed season for approximately the same 
period of time annually. The patients were well acquainted with the 
symptoms, and these were severe enough to determine whether any of the 
drugs used were efficacious. The purpose of the trial was to determine 
the most effective treatment of hay fever and hay asthma. 


TABLE I. DOSAGE SCHEDULE FOR VACCINE 


Strength Weak Medium (5 x Weak) 

Injection No. 1 2 3 4 5 6 7 8 

Dose (ml.) 0.05 0.10 0.15 0.20 0.05 0.10 0.25 0.45 

Strength Strong (10 x Medium) 

Injection No. 9 10 1l 12 13 14 15 16 17 18 19 20 21 22 

Dose (ml.) 0.05 | 0.10 | 0.15 | 0.20 | 0.25 | 0.35 | 0.50 | 0.70 | 0.85 | 1.00 | 1.20 | 1.45 | 1.70 | 2.00 
THE DRUGS 


The cortisone and hydrocortisone solutions were prepared as iso-tonic 
solutions containing 0.9 per cent sodium chloride, 0.25 per cent naphazo- 
line nitrate, 0.2 per cent thiomersalate, 0.9 per cent 95 per cent rectified 
spirit, 0.02 per cent of the steroid and distilled water to 100 mls. A third 
solution used as control contained all the above ingredients without the 
steroid. Prednisolone was administered as the disodium nitrate with 0.05 
per cent neomycin produced by Glaxo as Predsol-N. The hydrocortisone 
snuff was the acetate in lactose produced by Armour and was applied 
with an insufflator. Bencard’s grass pollen vaccine was used according 
to the schedule issued by the manufacturers. This vaccine contains pollen 
extracts from the grasses mentioned above in connection with skin testing. 
The full course consists of twenty-two weekly intramuscular injections of 
increasing strength, starting in January and ending at the end of May 
or early June. In some patients, injections had to be given twice weekly 
toward the end of the course to complete them in time. The dosage schedule 
for the vaccine is listed in Table I. 


THE TRIAL 


The solutions were supplied in plastic bottles labeled one to four. These 
were issued to thirty patients (Table II). On the first day of symptoms, 
the first bottle was to be squeezed three times up each nostril four times 
daily and subsequently three times daily for a week. In the following 
week, the second solution was used in the same way and so on weekly 
until all four solutions and the snuff had been tried. Phenindamine tartrate 
tablets were to be taken in the morning and afternoon, and promezathine 
hydrochloride tablets in the evening only if the sprays and snuff failed 
to control symptoms. 
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The clinician supplying the bottles was unaware of their contents and 
the patients were provided with charts on which they recorded daily the 
number of times the solutions were used, the number of antihistamine 
tablets taken and the presence or absence of hay fever symptoms. 


TABLE II. SEX DISTRIBUTION, AGE, LENGTH OF 
HISTORY AND PREVIOUS VACCINE THERAPY IN 

THIRTY PATIENTS WITH HAY FEVER TREATED 

WITH TOPICAL STEROIDS AND ANTIHISTAMINES 


Mean Age Mean Length Vaccine in 
Sex Number and Range | of History and Previous 
(years) Range (years) | Three Years 
Males 20 25.8 10.7 1 
7-46 3-20 
Females 10 32.2 19.2 1 
23-52 1-17 
Total 30 29.0 11.5 2 
7-52 1-20 


Experience with the two antihistamines used has shown that the bene- 
ficial effect of up to three tablets on any one day to control hay fever 
symptoms will not be effective on the following day. Patients using topical 
steroids and the control solution thus started each day afresh with the 
solution of snuff and took antihistamine tablets only if symptoms were 
unimproved or aggravated after two or more hours or by the evening. 


TABLE III. SEX DISTRIBUTION, AGE, LENGTH OF 
HISTORY AND VACCINE THERAPY IN PREVIOUS 
THREE YEARS IN TWENTY-THREE PATIENTS WITH 
HAY FEVER TREATED WITH POLLEN VACCINE 


Mean Age Mean Length Vaccine in 
Sex Number and Range | of History and Previous 
(years Range (years) | Three Years 

Males 12 13.7 8.3 3 
5-27 2-24 

Females ll 29.3 8.1 5 
13-43 1-26 

Total 23 21.0 8.2 8 
5-43 1-26 


The failure of the topical applications to control symptoms was not 
used by the patients as an excuse for the subsequent taking of antihista- 
mines indiscriminately before trying the solutions or snuff; topical appli- 
cations were tried daily throughout the hay fever season. 

The recurrence of symptoms on the day following the taking of anti- 
histamines in those patients who derived no benefit from topical applica- 
tions was proof that the effect of the antihistamines was limited to the 
day of use. There appeared to be, in practice, no danger of the anti- 
histamines masking the steroid effect. 
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As only those patients were selected who had hay fever symptoms 
annually at the same time each year and for the same duration, a week’s 
treatment with each of the topical applications seemed adequate to assess 
their effect, especially as patients were asked to start using these daily 
only when symptoms were well established. 

A separate group of twenty-three patients had preseasonal vaccine treat- 
ment as described but were not provided with the nasal solutions, snuff 
or antihistamine tablets (Table III). 

All fifty-three patients had had annual symptoms for many years which 
in the past had persisted for about six weeks (Tables II and III). Most 
of the patients on the nasal sprays and snuff were seen weekly. 


TABLE IV. 
RESULTS OF TREATMENT OF HAY FEVER WITH STEROIDS AND CONTROL 
Solution Patients Nasal No Slight Good No Effect Some 
Irritation Effect Effect Effect or Worse Benefit 
Control 20M $} 3) 22 8 
10 F § 30} 6/50% 1/23% 3/17% 0/10% 73% 27% 
Cortisone 13M } i} 12 6 
5 F \ 18| 2/18% 1/33% 1/17% 1f/17% 66% 34% 
Hydrocortisone 14M } 3} 3} 3} 7) 15 6 
7¥ 2/29% 3/48% 2/14% 1/14% 72% 28% 
Prednisolone 5M \ a} +t} 3\ 3} 4 5 
4F 9 0/11% 1/45% 0/22% 3f33% 45% 55% 
Hydrocortisone snuff | 6 M 2 1 3 0 5 5 
4F 10 2}30% 1}40% 50% 50% 
RESULTS 


The hay fever season in England in 1958 was unusually mild, and it 
was impossible to judge the effect of the solutions by counting hay fever 
days or by noting the number of antihistamine tablets taken. Symptoms 
occurred sporadically during the trial period and in many patients sub- 
sided spontaneously before the trial was completed. All the solutions and 
snuff were tried. In this group, only seven patients were still experiencing 
symptoms by the fifth week, and good results were to be expected if the 
solutions and snuff were effective. 

As all the patients had suffered from hay fever for a number of years 
and were well acquainted with the symptomatology, the only satisfactory 
means of assessing the value of each treatment under the circumstances 
was to ask directly whether each form of treatment had (1) irritating 
effect, (2) no effect, (3) slight effect, or (4) good effect. These replies 
were correlated with the statements about symptoms during each form of 
treatment on the charts kept daily by the patients. _ 

Table IV shows the results obtained with the nasal sprays and snuff. 
The control solution containing naphazoline nitrate without steroids was 
of some benefit to 27 per cent of patients, cortisone to 34 per cent, hydro- 
cortisone to 28 per cent, prednisolone to 55 per cent, and hydrocortisone 
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snuff to 50 per cent. None of these patients became symptomless, and 
some nasal irritation was experienced by some patients from all the sprays 
and snuff. Prednisolone was the only steroid in this group which benefited 
over half those using it. 


TABLE V. EFFECT OF TWO ANTIHISTAMINES IN PATIENTS WHO DID NOT 
RESPOND TO NASAL SPRAYS 


Anti-histamine Patients Side No Slight Good No Effect Some 
Effects Effect Effect Effect or Worse Benefit 


Phenindamine 17M 0 1 } 2 22 
tartrate 7 F§24| 0 0; 8% 4/54% 2/38% 8% 92% 

Promezathine 10M } 3 1 } 5 12 
hydrochloride 7F§17| 4/24% 6% 1/29% 2f41% 30% 70% 


In contrast with the slight benefit derived from steroids, Tables V and 
VI show the results obtained with phenindamine tartrate, promezathine 
hydrochloride and vaccine. Phenindamine tartrate and promezathine hydro- 
chloride were of value in 92 and 70 per cent respectively of patients whose 
symptoms were not controlled by the nasal sprays or snuff. Of the seven- 
teen patients who took promezathine hydrochloride, 24 per cent experi- 
enced unpleasant soporific side effects. No patient experienced any side 


TABLE VI. EFFECT OF PRESEASONAL VACCINE TREATMENT OF TWENTY- 
THREE PATIENTS WITH HAY FEVER 


Patients Side No Slight Good Symp- | No Effect Some 
Effects Effect Effect Effect tomless | or Worse | Benefit 
12M 0 1 8% 0 8 67% 3 25% ‘ - 
9% 91% 
11 F 0 1 9% 0 5 45% 5 45% 


effects from phenindamine tartrate, and this antihistamine has always 
proved to be the most satisfactory in this clinic. The twenty-three patients 
who had preseasonal vaccine therapy were those who had the least symp- 
toms. Table V shows that only two patients (9 per cent) failed to derive 
any benefit, while of the 91 per cent who were improved, 35 per cent 
were quite symptomless. The six patients who were being given vaccine 
for the second consecutive year and the two patients who were receiving 
vaccine for the third year derived as much benefit as the fifteen patients 
receiving vaccine treatment for the first time. 


HAY ASTHMA 


Table VII shows the effect on hay asthma of the various types of treat- 
ment. Five patients using nasal sprays or snuff suffered from hay asthma. 
In two, the symptoms developed for the first time (First asthma) while 
they were receiving topical steroids. Two stated that their symptoms 
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were more intense than in previous years in spite of the hay fever season 
being unusually mild. The fifth patient’s symptoms were no better and 
no worse than in previous years. Antihistamines had no effect in controlling 
these symptoms. 


TABLE VII. EFFECT OF TOPICAL STEROID, ANTIHISTAMINE AND VACCINE 
TREATMENT OF NINETEEN PATIENTS WITH HAY ASTHMA 


First No Slight Good Symp- |No Effect} Some 
Treatment Asthma Worse Effect Effect Effect tomless | or Worse} Benefit 
Topical steroids 5 | 2 40% | 2 40% |1 20% 0 0 0 5 100% 0 
Anti-histamines 5 | 2 40% | 2 40% |1 20% 0 0 0 5 100% 0 
Vaccine 14 0 2 14% 0 0 4 29% |8 57% |2 14% | 12 8% 


Fourteen of the twenty-three patients who had vaccine treatment had 
had hay asthma. In contrast with steroid and antihistamine therapy, 86 
per cent were greatly improved, and of these, 57 per cent had no hay 
asthma at all during the summer. 


CONCLUSION 


The results of this trial suggest that in the topical treatment of hay fever 
with steroids, prednisolone nitrate and hydrocortisone snuff are of most 
value in controlling symptoms, However, these were effective in only 55 and 
50 per cent of patients respectively, and none became symptomless. Asth- 
matic symptoms, moreover, were not controlled at all and in some cases 
appeared to be aggravated. 

Phenindamine tartrate and promezathine hydrochloride, especially the 
former, were of much greater value, although chest symptoms again were 
not controlled. 

The treatment of choice was pre-seasonal injection of pollen vaccine 
which gave great relief to 91 per cent of twenty-three patients receiving 
it and greatly improved or rendered symptomless 86 per cent of fourteen 
patients with hay asthma. 

The hay fever season in 1958 was unusually mild and the results obtained 
with topical steroid therapy suggest that those patients who had lost their 
symptoms before the completion of the five week trial period did so be- 
cause of the shortness of the season rather than because of the therapy. 


SUMMARY 


In a trial of topical steroids as nasal sprays and snuff on thirty patients 
suffering from hay fever, 34 per cent derived some benefit from cortisone, 
28 per cent from hydrocortisone, 55 per cent from prednisolone and 50 
per cent from hydrocortisone snuff. Twenty-seven per cent derived some 
benefit from a control solution containing the same ingredients, including 
naphazoline nitrate, but without the steroids. The solutions and snuff pro- 
duced severe nasal irritation in some patients. The antihistamines phenin- 
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damine tartrate and promezathine hydrochloride were of value in 92 and 
70 per cent of patients respectively. 

Preseasonal vaccine therapy on a separate group of twenty-three patients 
gave great relief to 91 per cent of whom 35 per cent were quite symptomless. 

Five patients suffering from hay asthma derived no benefit from steroids 
or antihistamines. In two patients asthma symptoms came on for the first 
time while under topical treatment and two had symptoms which were 
more severe than in previous years. 

Of fourteen patients with hay asthma who had preseasonal vaccine therapy, 
86 per cent were improved and of these 57 per cent were quite symptomless. 

Preseasonal vaccine therapy is considered to be the treatment of choice 
for controlling the nasal and chest symptoms of hay fever when compared 
with the topical application of steroids or the use of antihistamines. 
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Radcliffe Infirmary 


THE THINKING MAN 


“The man who really thinks, invariably thinks straight. His is the orderly, 
analytical, constructive process of thinking, and the inevitable result of such 
thinking is not only greater understanding and a keener, truer perspective, but 
also a spiritual accomplishment which makes for higher principles and finer 
character. Such a man is invariably fair in his judgment, liberal in his praise, 
constructive in his criticism and intelligent in his advice.’—Tuomas J. 
Watson, The Will To Think, Robert Cousins, ed., Farrar, Straus and Cudahy, 
New York, 1957. 
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THE REPOSITORY METHOD FOR THE TREATMENT 


OF RAGWEED POLLINOSIS (1959) 
A Co-operative Study Involving 1218 Patients 


FRANK F. FURSTENBERG, M.D., F.A.C.A. 
Baltimore, Maryland 


Promptep by the pioneer work of Loveless’? in adapting Freund’s 
adjuvant (incomplete) to the treatment of pollinosis and with the security 
in the method of treatment engendered by the reports of Brown,** a 


voluntary study of the method for the 1959 Ragweed season was initiated 
by Drs. Ethan Allan Brown, Mary H. Loveless, John Mitchell, and F. F. 


Almost all of the participating physicians followed the method as described 
by Brown.’ The precautions to be taken to guard against systemic reac- 
tions (Table I) were emphasized. Some of the collaborating physicians 
followed the technique devised by Loveless. 


TABLE I. 


Participating Physicians—23 


Number of Physicians Patients Treated 

Brown technique 17 874 
Loveless technique 3 26 
Modifications both 5 318 

Total patients treated 1218 
Protein nitrogen units used in repository injections 300-15,000 
Systemic reactions encountered 76 
Local reacti tered 23+ 


The modifications introduced included (1) the preparation of the emulsi- 
fied extract by reducing the proportion of aqueous extract to the oil (Arlacel 
A: Drakeol: Extract, 1:9:10); (2) the omission of epinephrine from the 
emulsions and (3) variations in the techniques of emulsification, In addition, 
some workers prescribed neither pre- nor post-injection antihistaminic agents 
nor sympathomimetic drugs at the time of the injection of the emulsified 
extract. Several of the collaborating physicians administered the injection 
in divided doses and in several sites, and one in divided doses on different 
days. The dose of pollen extract was generally less than that recom- 
mended by the original workers. Uniform materials for the emulsions 
were supplied by Center Laboratories to many of the participating physicians. 

In all, twenty-three recognized allergists treated 1218 patients for clinical 
Ragweed pollen sensitivity. Two physicians treated only seven patients, 
while one physician, as shown in Table II, treated 239 patients. The 


Dr. Furstenberg is the Chief of Allergy Clinic, Sinai Hospital, Baltimore, Maryland. 
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TABLE II. 


Physician Patient Physician Patient Physician Patient Physician Patient 


1- 17 7- 26 13- 65 19- 35 
2- 38 8- 7 14- 156 20- 55 
3- 37 9- 94 15- 101 21- 43 
4- 15 10- 239 16- 19 22- 17 
5- 129 11- 39 17- 30 23- 13 
6- 21 12- 7 18- 20 


allergists practiced in representative communities of the Ragweed pollen 
area of the United States (Fig. 1). With very few exceptions they all 
received training either by Dr. Brown or by Dr. Loveless. 

The patients selected for treatment were chiefly those known to be Rag- 
weed pollen sensitive. They had previously taken conventional treatment. 
Included, however, were a large number of patients who had antecedently 


Fig. 1. Geographic Distribution of Physicians 


experienced systemic reactions when unemulsified extract had been used. 
There were, in addition, a considerable number of previously untreated 
patients. The groups included both children and adults and were drawn 
chiefly from private practice. 


RESULTS 


Twenty-one of the twenty-three physicians reported systemic (seventy- 
six patients) or local reactions (twenty-eight) (Table III). But, in no 
instance did any physicians report a truly great degree of reaction, and 
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TABLE III. SYSTEMIC REACTIONS, DESCRIPTION OF REACTIONS 


Systemic Urticaria and Local 
Reaction Sneezing Asthma Angio Edema Pruritis Reaction 


1 5 


* 


O 


2 
3 


16 15 


Physicians No. 4 and 20 had no systemic reactions. 
*(1 Emul.) 


the great majority of the “systemic manifestations” responded within a 
few hours to the usual medications. In a relatively few instances, asthma 
or mild urticaria continued for one or two days. 

Of the seventy-six systemic reactions in this series, twelve were ascribed 
to faulty emulsions; one worker encountered five systemic reactions in one 


preparation of the emulsion and another seven constitutional reactions due 
to inadequate emulsification of one lot of prepared extract. Except for 
these twelve systemic reactions, the others were scattered and were not, as 
far as could be determined from the data presented, related to either the 
dose given or to the skin or the eye sensitivity of the patient. 

There were, however, decidedly more reactions in previously untreated 
patients and fewer in patients who had received conventional aqueous 
extracts previously or were transition patients, that is patients who were 
simply changed from conventional treatment to a single repository injection. 
It is also of interest to note that the seven physicians who treated 849 
patients encountered twenty-five systemic reactions, less than a 3 per cent 
rate, while the other sixteen physicians treated only 367 patients with 
fifty-one systemic reactions, a reaction rate of almost 14 per cent. The 
twenty-eight local reactions were not severe and no abscesses were en- 
countered in this series of patients treated with emulsions of Ragweed pollen 
extract. In determining the results of treatment, subjective factors inevitably 
come into the picture. There is no doubt that some physicians are more 
critical of results of treatment than are others, and the patient’s personal 
reaction to the results of treatment is apt to differ as determined immediately 
after a siege of hayfever as compared to a month later. Nevertheless, the 
evidence submitted indicates the results are as good as those which result 
from injections of unemulsified pollen extract. 

There is little evidence that in this group of patients the size of dose 
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Physicians 

1 1 

2 1 

3 

5 1 

6 1 1 4? 

7 6 

8 1 1 3 

9 1 1 
10 3 
11 | 
12 1 
13 1 2 | 
14 4 1 
15 bal 
16 2 1 
17 4 
18 1 3 
19 1 
21 1 

; 22 3 
23 3 2 
Totals 10 28 
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administered was definitely responsible for the therapeutic result. Patients 
given smaller doses did as well as those treated with higher doses. 

The physicians reported on 1036 patients in all (Table IV); of these, 
176 had perfect results—no hayfever symptoms at all—while only seventy 
were classed by physicians as failures, a 6 per cent failure rate. Some 
physicians tabulated their data in only two groups; the good results includ- 
ing perfect and excellent, with the other patients classified together as fair 
and failures. With such a grouping, 762 patients, 73 per cent of the total, 
could be classified as responding well, while 274 patients, or 27 per cent, 
could be termed a poor result. 


TABLE IV. 


Results of 1036 patients treated with ragweed repository. 


Good | 762 | 73% 

Poor 274 27% 

Comparison of 1958 season with 1959 for 868 patients. 
Better 595 69% 

Same 200 23% 

Worse 73 8% 

Patients receiving injection 1959 1036 
Patients to receive repository 1960 941 


The physicians were asked to compare the results of treatment by 
means of emulsified extract with previous conventional treatment or with 
symptomatic treatment. On this basis, 595 patients were classified as better, 
200 as being equally responsive to either form of therapy, while only 
seventy-three were worse. 

The patient acceptance of the method was determined and the collabo- 
rating physicians reported that of the 1036 patients, 941 stated they wished 
to continue with treatment by means of annual injections of emulsified 
extracts, 


DISCUSSION 


For the Ragweed season of 1959, twenty-three allergists used emulsified 
Ragweed pollen extract as a method of treatment for Ragweed pollinosis. 
No catastrophic reactions or abscesses were encountered. The participating 
physicians reported the method of treatment to be as effective as the 
conventional multiple treatment with unemulsified extract. As the phy- 
sicians had acquired added experience in the preparation of the emulsified 
extract, the systemic reaction rate lessened for the first season to 3 per cent. 
It would seem from the data presented that the preparation of the emul- 
sion is by far the most important single factor as regards the use of this 
method of treatment, 

The studies by the allergists participating in the evaluation of the method 
did not result in the determination of the ideal dose or of the ideal date 
for the preseasonal injection of the emulsified extract. The treatment of 
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previously untreated patients by a double blind method and with varying 
doses and dates preceding the pollen season will, perhaps, solve this prob- 
lem. The treatment of simple poilinosis by means of emulsified pollen 
extract appears to possess some promise. 


CONCLUSIONS 


1. The single visit method of treatment by means of emulsified extract 
was used by twenty-three allergists who studied, in all, 1218 patients. 

2. The greater number of the physicians participating in the study 
preferred the techniques of preparation and administration of emulsified 
extracts used by Dr. Ethan Allan Brown. 


3. Seventy-six systemic reactions were encountered during treatment. 
4. Therapeutic results were comparable to conventional treatment. 
5. Patient acceptance of the single injection type of treatment is excellent. 
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WHERE THE STARTING POINT FOR EXPERIMENTAL RESEARCH 
IS AN OBSERVATION 


“Experimental ideas are often born by chance, with the help of some casual 
observation. Nothing is more common; and this is really the simplest way of 
beginning a piece of scientific work. We take a walk, so to speak, in the realm of 
science, and we pursue what happens to present itself to our eyes. Bacon compares 
scientific investigation with hunting; the observations that present themselves are 
the game. Keeping the same simile, we may add that, if the game presents itself 
when we are looking for it, it may also present itself when we are not looking for 
it, or when we are looking for game of another kind.”—C.Laupe BErnarp, Introduc- 
tion to the Study of Experimental Medicine, tr. by H. C. Greene, 1927. 
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DEMETHYLCHLORTETRACYCLINE IN RESPIRATORY 
ALLERGY 


CECIL M. KOHN, M.D., F.A.C.A. 
Kansas City, Missouri 
WILLIAM C. GRATER, M.D., F.A.C.A., and 
DAVID W. HINES, M.D. 
Dallas, Texas 


O NE OF THE most significant advances in therapy of allergy has 
been adequate control of associated infection by either antibiotic therapy 
or prophylaxis. This is particularly true in allergies of the respiratory 
tract. In many cases, antibiotics are life-saving. A new, potent, long- 
acting, oral antibiotic with a low index of sensitization and side effects is 
a welcome addition. 

With the advent of this new approach to the treatment and prophylaxis 
in allergic disorders, and since the discovery of aureomycin in 1948 by 
Duggar,' there has been a constant and prodigious effort to develop new 
and better tetracyclines. 

The latest result of this effort was first identified by McCormick et al? 
and verified by Webb? in 1947. It is called DMCT (Demethylchlortetra- 
cycline*) and differs from other tetracyclines in that it is characterized 
by a demethylated configuration at carbon six in the tetracycline ring.* 

DMCT is effective against a wide spectrum of pathogenic organisms 
the same as other tetracyclines. The tetracyclines including DMCT are 
considered bacteriostatic, and for the most part this is true. However, 
preliminary in vitro evidence shows that there is bactericidal activity 
against the pneumococcus and streptococcus at low antibiotic concentra- 
tions.* 

Finland et al®* have shown that DMCT given to normal men is ab- 
sorbed as well or better than the other analogs of tetracycline with or 
without glucosamine or citric acid. They have further shown that the 
activity produced by oral administration of this drug persists in the 
serum twenty-four to forty-eight hours longer than the other analogs, 
and that serum levels of DMCT are the same or higher when expressed 
in terms of the antibiotic ingested. The purpose of this report is to 
relate our experience with the use of DMCT in 310 patients in a variety 
of allergic disorders with superimposed infection, The patients were 
observed for tolerance, side effects and clinical effectiveness. 


METHOD 


All patients had proven respiratory allergy with superimposed acute 
infection. The majority had fever, leukocytosis and a purulent sputum. 
The largest series was treated with two capsules (300 mg) stat and one 


*DMCT was supplied by Lederle Laboratories, Pearl River, New York, as De- 
clomycin.® 
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capsule (150 mg) four times daily for a week. A somewhat smaller 
series was treated with two capsules (300 mg) two times daily for a 
week. Cultures were performed of the sputa and pharynx in a selected 
number of patients. 


Fig. 1. Declomycin Photosensitivity. Total 
count 825/mm. 


DMCT was also used in the prophylaxis of repeated respiratory infec- 
tion in patients suffering from asthma. The dosage used was one capsule 
(150 mg) two times daily and was continued for as long as six months 
in some patients. In others the DMCT was alternated on a monthly basis 
with novobiocin (250 mg 2 times daily) or sulfadimethoxine (0.5 mg 
daily) for comparative purposes. Comparison was made of patient ac- 
ceptance, side effects and the number of superimposed respiratory infec- 
tions while on the prophylactic snipers Other appropriate anti-allergic 
therapy was used as necessary. 

The culture material was obtained immediately on sputa when available ; 
otherwise a throat swab of purulent exudate was used. The disc sensitivity 
method with DMCT and fifteen other antibiotics were used. The serum 
levels were performed by Mr. A. ass Dornbush of Lederle Laboratories, 

Pearl River, New York, 
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RESULTS 

The results are shown in Tables I, II and III. The treatment results 
were considered excellent both with the q.i.d. and b.i.d. dosage schedules. 
There was little to choose between these except that with DMCT the 
twice daily dosage was more convenient. Table III shows the results of 


TABLE I. 


Results With Two Cap. Stat One Four Times Daily for 
One Week 


Satisfactory 195 
Unsatisfactory 28 
Total 223 


TABLE II. 


Results With Two Cap. Two Times Daily for One Week 


Satisfactory 75 
Unsatisfactory 12 
Total 87 


TABLE III. RESULTS IN PROPHYLAXIS 
OF RESPIRATORY INFECTION 
(Patient treated minimum of three months) 


Results Number Comment 
Satisfactory 24 
Unsatisfactory 5 4 cases of photosensitivity 


maintenance for prophylaxis. Of the twenty-nine patients only five had 
unsatisfactory results and four of these were due to side effects and not 
to lack of therapeutic action of the DMCT. Several of the maintenance 
cases were compared by alternating months with other antibiotics and 
DMCT compared well. Perhaps the most important observation was the 
decrease in frequency and severity of the respiratory infections during 
the prophylactic period. No patient was hospitalized of these twenty-nine 
previously infected patients. 


DISCUSSION 


The high percentage (87 per cent) of successful results can be attributed 
to several factors. 1. DMCT is new and the great majority of the bacteria 
are sensitive to it. 2, DMCT appears to be as potent in 150 mg dosages 
as does tetracycline in 250 mg dosages. 3. Another factor is the length 
of therapy. All too many allergic patients are given antibiotics for too 
short a period. The mucous is still present in the respiratory tract, and 
the bacteria soon return after therapy is stopped. In our investigation, 
therapy was continued for one week. 
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The side effects resemble those of tetracycline. However, it must be 
remembered that allergic children, who comprised over half of the series, 
often have vomiting with asthma before any medication is taken. Only 
four patients felt the medication was cause of enough significant gastro- 


TABLE IV. 
Side Effects in 310 Patients* 
None 287 
Nausea 13 
ominal pain 
Moniliasis 1 
Photosensitivity 5 
Staphlococcal overgrowth 0 


*Some patients had more than one side effect. 


TABLE V. DISC SENSITIVITY TESTS OF BACTERIAL 
FLORA COMPARED TO THERAPEUTIC RESULTS 


Patient Sensitivity | Source of Bacteria | Therapeutic Results 
MM Not Sputum Good 
W. Sensitive Pharynx Good 
RB Sensitive Pharynx Good 
LT Sensitive Pharynx Good 
JE Sensitive Pharynx Good 
Sensitive Pharynx Poor 
BL Not Pharynx Good 
Ss. Sensitive Sputum Good 
CP Not Sputum Good 
MC Sensitive Ph Good 
HM Not Sputum Good 
BS Sensitive harynx Good 
SB ° Pharynx Good 
GEB Not Pharynx Good 
D Not Pharynx Good 
MWS Sensitive Phayrnx G 
BHS Sensitive Sputum Good 
KK Sensitive Pharynx Good 
RK Sensitive Sputum Good 
JC Sensitive Sputum Good 
co ot Pharynx Poor 
MP Sensitive Sputum 
A. Sensitive Pharynx Good 
Sensitive Good 
Cc. Sensitive ose Good 
s. Sensitive Sputum G 


intestinal trouble to discontinue medication. In these four patients, we 
were able to reproduce the side effects by re-administration of the drug. 

The most interesting side effect was photosensitivity which occurred in 
five patients. Four of these were on maintenance therapy, and in them, 
photosensitivity occurred after one to three months. The other photo- 
sensitivity reaction occurred in four days. All the symptoms resembled 
mild sunburn on the exposed portions of the body without any systemic 
reactions. All symptoms cleared without therapy. One maintenance 
patient cleared while DMCT was being continued and. one month later 
had a re-occurrence after exposure to strong sunlight. Four of the five 
patients had total eosinophil counts, and three of these were elevated 
(over 400/mm‘*), with the highest being 2000/mm.’? The consistent finding 
of eosinophilia suggests the cause to be photosensitivity rather than any 
other mechanism. It is, however, mild and not associated with apparent 
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TABLE VI. SERUM DMCT ON MAINTENANCE CASES. 


‘atient eight os/mm!’ | in Serum uivalen' ommen’ 
2x Daily meg/ml 
RJ 5 51 20 2078 2.1 6.15 Photosensitivity 
1l 84 16 999 1.55 4.8 
MJL 36 108 13 132 3.75 10.6 i 
JC 10 82 12 55 .56 Roce On prednisolone 
9 54 14 288 1.60 4.75 Photosensitivity 
LDR 14 116 12 15 .49 
JPI 4 37 12 1.37 4.0 
15 109 12 140 1.29 3.75 
JS 10 54 12 355 4.2 12.2 


toxicity. Under sunless conditions three patients were re-challenged with 
DMCT without apparent effect either grossly on the skin or with evi- 
dence of eosinophilia. Two patients were re-challenged in sunlight with 
DMCT with a resultant production of photosensitivity. 

While bacterial sensitivities were made, we could not predict nor correlate 
the results of the sensitivity study with the over-all therapeutic results. 

This is not unexpected, since in a previous study, forty patients with 
asthma associated with acute respiratory infection were examined for 
bacterial sensitivity of the entire flora to tetracycline, and twenty-one 
proved sensitive while nineteen did not. Despite this, all had a satisfactory 
result with methylprednisolone and tetracycline. The possibility of viral 
infections is always to be considered. However in our series, asthma 
complicated by respiratory infection usually responded well to antibiotics. 


SUMMARY 
1. DMCT was administered orally to 310 patients with allergies of the 


respiratory tract complicated by infection. It proved satisfactory in 270 
or 87 per cent. 


2. In this group of hyper-sensitive individuals there was a low inci- 
dence of side effects and sensitivity to DMCT. 
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CLINICAL STUDY OF A NEW ANTIHISTAMINE, 
DIMETHPYRINDENE (FORHISTAL) 


J. WARRICK THOMAS, M.D., F.A.C.A., and FRANK R. KELLY, JR., M.D. 
Ri 1, Vi 


D ESPITE the clinical usefulness of the various antihistamines that are 
currently on the market, pharmaceutical manufacturers are constantly 
looking for a new drug that will prove to be more efficacious than those 
currently available and one that will have minimal, if any, side reactions. 
The clinician will continue to observe cases that responded to antihista- 
mines initially only to find later that the drug has lost much of its effec- 
tiveness. Therefore, all of us must be on the lookout for new drugs that 
will offer added improvement to the allergic individual. 

It has been our opportunity to observe the clinical response of patients 
treated with dimethpyrindene, a new antihistamine, in various forms as 
follows : 


1. 1 mg tablets, uncoated. 

2. 2.5 mg Lontabs. 

3. Elixir containing 1 mg per teaspoon. 

4. Pediatric dropper solution, 0.5 mg per 0.6 ml. 

5. 2 cc ampules, each containing 1 mg per cc for intramuscular 
or subcutaneous use. 


CHEMISTRY 


Dimethpyrindene* is a potent, relatively non-toxic antihistamine, chem- 
ically a member of the indene series. This group of compounds has had 
little clinical study previously, but the experimental data that follow 
suggest high therapeutic potentialities. 

It is a colorless crystalline substance melting at 157°-159°, and is ap- 
proximately 0.5 per cent soluble in water at room temperature. Both the 
crystalline form and the aqueous solutions are stable indefinitely at room 
temperature.* 

Dimethpyrindene is a highly potent antihistaminic compound of longer 
duration of action than Pyribenzamine or Chlor-Trimeton, It is rapidly 


Presented before The American College. of Allergists, Americana Hotel, Miami 
Beach, Florida, March 2, 1960. . 

Through the courtesy of Dr. Jock L. Graeme of the Research Department of the 
Division of ‘Clinical Investigation, Ciba Pharmaceutical Products, Inc., Summit, 

ew Jersey, this drug was supplied for a clinical study. 

Dr. Thomas is Assistant Clinical Professor of Medicine, Medical College of Vir- 
ginia, and Director of the Thomas Clinic. 

Dr. Kelly is Clinical Instructor in Medicine, Medical College of Virginia. 


*Forhistal®, Ciba Pharmaceutical Products, Inc. 
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absorbed orally, producing maximal effects in experimental animals within 
an hour. It appears exceptionally free of either sedative or stimulant 
C. N. S. effects at dosage levels affording excellent antihistaminic and 
anti-anaphylactic action. 

Its topical anesthetic activity upon the cornea is good with no local 
irritation.? 


Dimethpyrindene has the following structural formula: 


CH CH, 


CHCOOH 
CH CH N(CH,), 


CHCOOH 


It is designated as 


-ethyl- } -pyrindine maleate. 


CLINICAL STUDY 


During the past year, we have carried out a clinical study employing 
dimethpyrindene. Although we have used the drug in its various forms, 
this report will be limited to the use of dimethpyrindene Lontabs 2.5 mg 
each. The formulation of this tablet is such as to provide a more even re- 
lease of the drug. When dosage needs are relatively constant the Lontab 
is, of course, much more convenient. This tablet has 0.75 mg in the 
shell and 1.75 mg in the core. A total of sixty-five cases have been included, 
and the drug has been employed in the treatment of varied allergic mani- 
festations as shown in Table I. 

Table I shows a summary of the results of dimethpyrindene therapy 
in sixty-five patients who exhibited varied forms of clinical allergy. 
These patients are grouped according to the manifestation, number of 
patients treated, scale of dosages, and days of therapy. 

Response to therapy was graded as follows: satisfactory or good re- 
sponse to therapy; partial response to treatment; or no change in therapy. 
Records were made of those patients who showed no side reactions as well 
as those who showed side reactions to the drug. There were several 
instances where more than one allergic manifestation was grouped to- 
gether; for example, perennial allergic rhinitis and seasonal hay fever, 
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TABLE I. SUMMARY OF RESULTS OF DIMETHPYRINDENE THERAPY IN 
PATIENTS SHOWING VARIOUS MANIFESTATIONS OF ALLERGY 


Number |Satisfac-| Partial No | NoSide| Side 
Allergic Number| Daily | of Days} tory |R Change | Reaction} Reaction 
Manifestations of Dosage |of Treat-| Results |to Treat-| on From From 
Patients |inMgms.| ment ment |Therapy| Drug Drug 
men 
Rhinitis : 24 2.5- 7.5] 1-90 16 3 5 20 4 
Urticaria and angio- 
neurotic edema 7 5.0- 7.5| 2-120 4 3 _ 7 _ 
Hay fever and rhinitis 7 |5.0- 7.5} 2- 2 3 2 6 1 
Rhinitis and asthma 2 5.0- 7.5 | 14-120 2 2 
Hay fever and asthma 3 5.0-10.0 | 24- 70 1 — 2 3 _ 
Hay fever 15 5.0-10.0| 4- 60 13 : 1 14 1 
Rhinitis and dermatitis 1 5.0 42 — 1 _— 1 — 
Contact dermatitis 4 7.5 1l- 44 3 — 1 4 _ 
Hay fever and rhinitis 
dermatitis 1 7.5 120 1 1 
Contact dermatitis and 
ocular allergy 1 5.0 60 1 — — 1 a 
Total 65 43 ll 11 59 6 


of which there were seven. Although certain of these patients had had 
other allergic manifestations, only the active manifestations were listed. 
It will be observed from this Table that fifty-one of these patients had 
a primary respiratory allergy. Of this group forty of the patients or 78.4 
per cent responded to the drug. Six or 11.7 per cent experienced a side 
reaction. 


TABLE II. TYPE OF SIDE REACTION 
TO DIMETHPYRINDENE 


Side Reaction Number of Patients 
Drowsiness 5 
Nervousness 1 
Total 6 


Table II gives a breakdown of the side reactions, which fell into two 
groups, five with drowsiness and one with nervousness. 

There were fourteen patients with a primary dermatological manifesta- 
tion, including contact dermatitis, dermatitis medicamentosa, urticaria, and 
angioneurotic edema. Of this group, there was a response to treatment 
in thirteen or 92.8 per cent of the cases, and no side reactions were noted. 

Of the total group of sixty-five patients treated, fifty-four or 83 per 
cent showed a response to treatment. Of those responding to treatment, 
forty-three patients showed a satisfactory or good response to treatment, 
eleven of the patients showed only a partial response to treatment, and 
eleven patients showed no change. In no instance was there an exacer- 
bation of symptoms attributed to the drug. In general the patients accepted 
the drug satisfactorily. 

Table III shows a comparison of dimethpyrindene tolerance with that 
of a history of tolerance to other antihistamines considered as a group. 
All patients did not have prior therapy with other antihistamines in addi- 
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tion to dimethpyrindene. Dimethpyrindene was tolerated in fifty-nine 
patients or 90.7 per cent without any side reactions. Thirty-eight of the 
sixty-five patients tolerated dimethpyrindene and other antihistamines. 
There were only two instances in which dimethpyrindene was tolerated 
and other antihistamines were not tolerated. There were three instances 


TABLE III. A COMPARISON OF DIMETHPYRINDENE TOLER- 
ANCE WITH THAT OF A HISTORY OF TOLERANCE TO 
OTHER ANTIHISTAMINICS CONSIDERED AS A GROUP. 
ALL PATIENTS DID NOT HAVE PRIOR THERAPY WITH 

OTHER ANTIHISTAMINICS IN ADDITION TO 


DIMETHPYRINDENE 
Tolerance Number 
of Patients 
Di neth pyrin ene tolerated 59 
1 th pyrindene not tolerated 6 
Di thpyrindene and other antihistamine tolerated 38 
Dimethpyrindene tolerated and other antihistamine not tolerated 2 
Dimethpyrindene not tolerated and other antihistamine tolerated 3 
Dimethpyrindene and other antihistamine not tolerated 2 
TABLE IV. TOTAL DOSAGE OF TABLE V. LENGTH OF TIME IN WEEKS 
DIMETHPYRINDENE PATIENTS HAD DIMETHPYRINDENE 
PER DAY 
Weeks of Therapy Number of Patients 
Total Milligrams Per Day | Number of Patients 01 16 
2.5 1 1- 2 16 
5.0 46 2-4 10 
7.5 15 6- 8 
10.0 2 8-16 16 


in which dimethpyrindene was not tolerated and other antihistamines 
were tolerated. There were also two instances in which neither dimethpy- 
rindene nor other antihistamines were tolerated. The above data were 
based on the patient’s history and our clinical observation. 

Table IV shows a breakdown of the total dosage of mg per day of 
dimethpyrindene and the number of patients receiving this dosage. There 
were only two patients who received four 2.5 mg tablets a day. According 
to our observation the preferred daily dose was 5 mg given as 2.5 mg 
Lontabs of dimethpyrindene twice daily. In fifteen of the patients a 
dosage of 7.5 mg per day was required. One patient who experienced 
an intolerance to the drug took only one dose of 2.5 mg. Later in the 
study, however, it was observed that although some of the patients had 
been given as much as 5 to 7.5 mg of the drug daily, in certain instances 
there were patients who reduced the dosage to one 2.5 mg tablet at bed- 
time, and this dosage seemed to hold them satisfactorily. 

Table V correlates the number of patients according to the weeks of 
therapy. 
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COMMENT 


It was our observation in the treatment of these patients with dimeth- 
pyrindene that this drug acts on several organs and organ systems. It is evi- 
dent that this drug exhibits a local therapeutic action as noted in the 
varied manifestations as listed in Table I. One patient who was success- 
fully treated for a contact dermatitis observed that she experienced a 
definite improvement of an allergic conjunctivitis during the course of 
treatment for her contact dermatitis. Furthermore she continued the 
drug for the relief of her conjunctivitis after the contact dermatitis sub- 
sided. This observation was checked by an ophthalmologist. The drug 
was discontinued and restarted with confirmation of improvement a second 
time. 

The antipruritic and nasal constrictor benefits observed in those patients 
with dermatological and respiratory allergy indicates that this drug offers 
an effective response in 83 per cent of the patients treated. Evidence 
that dimethpyrindene was well tolerated is shown by the fact that 90.7 
per cent of those patients treated had no side reactions. 

None of our patients complained of gastro-intestinal discomfort, mus- 
cular pains, or aching in the legs, twitching, or an exacerbation of any 
allergic manifestation following the administration of the drug. 


CONCLUSIONS 


Dimethpyrindene was found to be a very effective antihistaminic in 
the treatment of patients with both dermatological and respiratory mani- 
festations of allergy. 

Of sixty-five patients studied, a response was observed in fifty-four 
or 83 per cent. 

Six patients or 9.2 per cent experienced side reactions, most of which 
were drowsiness. 

Patient response to dimethpyrindene is considered favorable and fur- 
ther use would appear to be justified in the treatment of certain allergic 
manifestations. 

The daily frequency of administration of dimethpyrindene Lontabs, 
2.5 mg, is comparable to that of the other long-acting antihistamines on 
the market. 
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CLIFFORD H. KALB, M.D., F.A.C.A, F.C.C.P. 


Milwaukee, Wisconsin 


ALteErcic disorders of the chest, initiated and sustained in response to 
immunologic complexities, assume a quantal dimension when related to 
certain temporal and spatial components of bronchopulmonary aerometrics. 

Disciplined familiarity with several of these dynamic features of respi- 
ration provides a frame of understanding oriented for more realistic in- 
terpretation of pulmonary function studies and for critical evaluation of 
aerologic assistor technics. 

Investigative interest in respiratory physiology, revitalized during the 
early days of World War II because of the urgent need for critical infor- 
mation relevant to aerometric adaptability of high-flying Aeronauts and 
underwater Frogmen, left in its wake an accumulated wealth of cardio- 
pulmonary data constantly being augmented by a score or more of our 
outstanding contemporaries. 

Many busy physicians, upon first wrestling with gas laws long since 
forgotten and mathematical equations sooner ignored, are inclined to feel 
that aerologic principles are far too involved to be of every-day use in the 
office, clinic or hospital, but one definitely can and really should apply the 
results of these painstaking physiological studies whenever and wherever 
possible to those problems in which we allergists certainly are skilled—the 
therapeutic complexities of our asthmatic patients. 

Respiration, like ancient Gaul, is divided into three parts—Ventilation, 
Diffusion and Perfusion, which in consonance attain an economy of work 
enabling flow-regulated transport of gases to be realized within man’s 
internal respiratory environment. 

From the thoracic inlet to the terminal alveoli, there stretches a divergent 
arborization of pressure-dominated airways offering heterogeneous re- 
sistances to airflow. 

Having experienced no unusual resistances during tracheo-bronchial flow 
or distributional diversion during its descent, intra-alveolar oxygen (before 
swiftly changing intra-pleural pressures in expiratory phase reverse air- 
flow) must quickly pass through a surprising extensive, exquisitely diaph- 
anous alveolo-capillary membrane separating it from coapted pulmonary 
capillary flow releasing carbon dioxide for alveolo-capillary diffusion. 

Pulmonary perfusion, the vascular power-component of breathing, con- 
ducts vast panoramic films of blood actively participating in oxygen and 
carbon dioxide inter-exchange throughout the expansile capillary beds of 
the lung. 


Presented at the Sixteenth Annual Graduate Instructional Course of The American 
College of Allergists, Miami Beach, February, 1960 
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From such familiar clinical determinants as inspection for chest expan- 
sion, tape-measuring of changing thoracic diameters, auscultation of flow- 
sounds and fluoroscopic appraisal of motion and shifting lucencies, one 
searches for greater detail among cardio-pulmonary function technics 
exemplified by spirograms, pneumotachygrams, oximetric and arterial 
puncture values, gasometric washout curves, and cardiac catheterization 
studies. 

Of singularly strategic significance to the clinical allergist working with 
bronchial asthmatics are those reasonable inferences which may be assumed 
by relating timed performance to spatial accomplishment from a properly 
recorded bronchopulmonary spirogram. 

By conforming to the Pappenheimer Committee’s Report (1950) on 
“Standardization of Definitions and Symbols in Respiratory Physiology,” 
we achieve an ease and correctness in our appraisal, interpretation and 
comparison of clinical variations in the capacities, volumes and most par- 
ticularly the vibrant end-expiratory level of dynamic neutrality of the lung. 

Accomplishment of ventilatory flow on inspiration by coordinated con- 
traction of internal intercostals, spinal extensors, accessory muscles of res- 
piration and most of all, by the diaphragm, is opposed on expiration by 
elastic recoil of the lungs themselves, aided in expiratory reserve zone 
by contraction of the external intercostals, spinal flexors and the abdominal 
musculature. 

The biometric components of respiratory insufficiency are: 

. Decreased timed vital capacity (TVC) 

Decreased percentage of effective tidal volume 

Decreased oxygen uptake upon demand as revealed by maximal breathing 
capacity (MBC) 

Decreased oxygen arterial blood saturation (“Hypoxia”) 

Decreased pH as evidence of state of uncompensated respiratory acidosis 
Increased residual air as related to total lung capacity (RV/TLC) 

. Increased carbon dioxide arterial blood saturation (“Hypercapnea” ) 


. Increased pulmonary hypertension leading to high output failure of Cor 
pulmonale. 


whee 


It is sometimes disquieting, but always stimulating, to recall with Seabury 
of Charity Hospital’s Lung Station in New Orleans that, “The fallacy of 
trying to characterize clinical disease by pulmonary function testing lies 
in the fact that it is easier to measure than to know precisely what one is 
measuring.” 

Bronchopulmonary and cardiovascular components of our respiratory 
apparatus sharing the responsibility for continuous inter-exchange of re- 
spiratory gases within the obvious mechanical limitations inherent in an 
erect, closed-system, negative-pressure bellows, have only a limited number 
of reactive possibilities for expressing dysfunction, so that from a diagnos- 
tic point of view a group of individuals appealing to a physician for relief 
of dyspnea might conceivably be classified as follows : 


1. Reduction in functioning pulmonary parenchyma due to restrictive 
pleural fibrosis, 
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2. Obstruction to airflow in the bronchopulmonary airways due to 
bronchial asthma, 


3. Relative hyperventilation of inadequately perfused lung tissue 


(Vs/Qe < .8) due to bronchiectasis, 


4. Right to left pre-capillary shunting resulting in an increased venous 
admixture due to pulmonary cavernous hemangioma, 

5. Decreased diffusing capacity for oxygen due to pulmonary 
Sarcoidosis, 


6. Diffuse fibrosis of lung parenchyma with obstruction to airflow and 
unresponsive obliterated areas of pulmonary capillary bed due to Silico- 
tuberculosis. 


Isolated facets of cardiopulmonary function testing supply serialized 
fragments of qualitative and quantitative evidence for: 


(a) Pre-operative appraisal of functional reserves of respiratory assets 
(e.g., “Ventilatory Factor”), anticipating that under surgical stress a 
patient’s ability to hyperventilate and to expand his pulmonary capillary 
bed may be weighed in the eternal balances and found wanting, 


(b) Judging the improvement or deterioration of respiratory function 
as a measure of the effectiveness of clinical management in a chest disorder 
for which specific pathologic changes have been established by other 
diagnostic means, 

(c) Correlating elements of functional insufficiency for clinical guidance 
in inhalational aerosol assistor therapy. 


In patients with extensive pulmonary disease, the work of breathing 
may be increased to such an extent that most of their energy is expended 
for ventilation alone, thus depriving them of that energy necessary 
for even the slightest additional physical exertion, and frequently of suffi- 
cient oxygen for cerebral equanimity. 

The bronchial asthmatic differs from the norm in many ways, but in no 
phase of his manifold difficulties does he suffer more than in his inability 
to enjoy unlabored ventilation of his bronchopulmonary airways. 

Consistently, one encounters four basic abnormal features which charac- 
terize this obstructive disability, viz. : 

1. Edematous engorgement and sub-epithelial thickening of bronchial 
radicles, 

2. Accumulations of thick, tenacious endobronchial mucus and muco- 
pus, 

3. Exaggerated spasm of over-excitable smooth muscular coats of the 
bronchioles, 

4. Trans-parenchymal lateral pressure differentials in excess of intra- 
luminal pressures resulting in extensive airtrapping due to cohesion of 
lining surfaces of collapsed bronchiolar airways. 
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Reasonably early disturbances of obstructive ventilatory aeromechanics, 
unless obtunded by deceptive symptomatic therapy, may fortunately be 
recognized long before somewhat less frequently encountered complicating 
dysfunctional problems of diffusion and perfusion. 

It behooves the clinician, therefore, to visualize these basic ventilatory 
patterns at the bedside in order that his finest therapeutic efforts may afford 
the patient that comfort for which he yearns and a restoration of hope for 
improvement in the problem which brought him to you. 

A dynamic pressure-volume loop quantitates the elastant and resistant 
factors in the work load of breathing by defining the working limits of 
one’s ventilatory bellows. An established work diagram emphasizes the 
urgent insistence for economy in all dysfunctional patterns of breathing. 

The frequency and tidal volume selected by an individual to overcome 
the several resistances within the thorax are determined by the type of 
disorder from which he suffers. For instance, the patient with bronchial 
asthma, beset with crushing expiratory collapse of obstructing airways, 
elects to breathe very slowly, for his work load is lightened by overcoming 
in a very deliberate manner his own characteristic frictional and viscant 
resistances. This he persistenly chooses, despite the enormous cost of ex- 
piratory work load he must accept, but with a decrease in minute dead 
space ventilation, he achieves reasonably adequate ventilation of his alveoli. 

On the other hand, the patient with stiffened parenchyma of a re- 
strictive disorder will elect to breathe rapidly and shallowly, for there is 
no penalty imposed in attempting to overcome the elastant resistance due to 
loss of compliance by varying the frequency of ventilation. Hooke’s 
Static Pressure-Volume Law would apply and within reasonable range 
of tachypnea would show that irrespective of which frequency was chosen, 
a “straight line” relationship between changes of pressure and changes 
of volume results. The resulting enormous increase in minute dead space 
ventilation at these higher frequencies, however, detracts substantially 
from the intended volume of timed alveolar ventilation. 

If and when loss of compliance (8V/gre < 25%) and expiratory resist- 
ances due to bronchiolar edema, plugging, spasm and collapse, offer no 
appreciable timed areometric impairment of ventilatory efficiency, reason- 
ably adequate flow rates may be maintained for accomplishment of mean 
alveolar ventilation. Nevertheless, it is that volume, and that volume 
only, of a gas actually reaching functional alveolar areas per minute which 
quantally expresses the adequacy or inadequacy of any individual’s overt 
efforts to breathe. 

The summation of effectiveness of gaseous into liquid phase inter- 
exchange, or diffusing capacity of the lungs, is expressed as the quantity 
of a given gas crossing the alveolo-capillary membrane per minute, per mm 
Hg pressure-gradient between the mean alveolar partial pressure (Pa) 
and the mean pulmonary capillary pressure (P.) of that gas. 

Effective oxygen-association and carbon dioxide dissociation curves re- 
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flecting this diffusion of respiratory gaseous components are dependent 
upon physiologic assurance of : 


1. Adequate flow-velocity (Q.) in the peri-alveolar capillary networks 
of ventilated alveoli, thus assuring an optimal mean Airflow/Bloodflow ratio 


(Va/Qe = 8), 

2. Mesectic erythrocyte-plasma participation in gaseous transport, 

3. Satisfaction of favorable coaptive partial pressure gradients to assure 
near-equilibrium inter-exchange tensions before the venous extremity of a 
participating capillary loop loses contact with the diffusing surface of its 
alveolus. 

Disproportionate Airflow/Bloodflow ratios resulting from alveolar hypo- 
ventilation in the absence of prompt, local reflex vasoconstrictive responses, 
leads to an increased venous admixture or “physiologic shunting” and an 
increased A-a Oxygen Gradient. 

Alveolar hyperventilation, unless compensated for by simultaneous in- 
crease in capillary flow, leads to an increased work load because of the 
additional physiologic dead space created. 

Ineffectually controlled, these functional encroachments lead through 
diffuse obstructive ventilatory embarrassment, to a dismal entourage of 
chronic pneumonitis, emphysema and pulmonary hypertension. 

For an accurate appraisal of distributional uniformity of alveolar venti- 
lation in cases of suspected physiologic shunting, the continuous nitrogen 
washout technic advocated by Motley is useful. Seven to fifteen minutes 
of 100 per cent oxygen inhalation is frequently required before the base 
line of complete nitrogen washout is reached, particularly if the ratio of 
residual volume/total lung capacity exceeds 50 per cent. 

Assuming no appreciable diminution of alveolar ventilation, alveolo- 
capillary impediment to diffusion, open, pre-capillary shunting, proliferative 
or obliterative pulmonary vascular changes, one’s propellant right ventricle, 
unhampered by pressure-volume overloads arising out of mechanical dis- 
orders of its own, hypoxic myocardial weakness or increased pulmonary 
vascular resistance, accomplishes the lesser circulation through its mainte- 
nance of pulmonary perfusion. 

Thus, it is only by enjoying adequate ventilation, diffusion and pulmon- 
ary perfusion that oxygen in the air we breathe is made available for ulti- 
mate tissue dissociation to satisfy the on-going requirements of metabolic 
activities. It is when any one or a combination of these three interdepend- 
ent phases of our respiratory processes falter beyond their reserves that 
hypoxic alveolar-respiratory insufficiency manifests itself in the dreaded 
triumvirate of pulmonary emphysema, respiratory acidosis and Cor 


pulmonale. 
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EMOTIONAL FACTORS RELATING TO PERENNIAL ALLERGY 


HERMAN SELINSKY, M.D. 
Miami, Florida 


U NLIKE the approach of the allergist who seeks to define a specificity 
in the hypersensitivity of the patient to the offending allergen, the psycho- 
analyst is confronted by a somewhat different task. He has come to learn 
that there is no specific personality profile which can be portrayed with 
certainty as being characteristic of the allergic individual. 

One of the great areas of human investigation today is the study of the 
interpersonal relationship: that is, how individuals relate and communicate 
with one another. In speaking to persons who are accustomed to dealing 
with illness in terms of physico-chemical processes made tangible by syringes, 
and needles, and ampules, and skin reactions, it is a bit difficult to present 
the phenomena of illness in terms and concepts which are somewhat in- 
tangible. For example, who has ever seen a thought in a test tube, or under 
a microscope, or in the x-ray? 

We specialists, therefore, speak in a language which has definite dif- 
ferences. Inner psychological resistances, which are present in all persons, 
make the shift to thinking about illness in the somewhat intangible con- 
cepts of psychiatric language even more difficult. In a philosophic sense, 
one would find some basis for suspecting that we psychoanalysts deal with 
metaphysical ideas. And by the way, it is of interest to note, Webster’s 
dictionary defines metaphysics as “the science of fundamental causes and 
processes in things.” It was this search for fundamental causes which led 
Groddeck, an internist who was a courageous pioneer in European medicine,* 
to seek the understanding of illness in a holistic frame of reference. Such 
illness as phychosomatic disturbance was regarded by him as serving to 
postpone the solution of inner psychic conflict. 

Let us review some of the thinking with regard to fundamental processes 
which are classified as psycho-physiological. 

Biologists like Galton, Morgan and others helped to enrich our knowledge 
concerning the adaptive mechanisms of animal species to the natural forces 
surrounding them. It was Cannon’s work, particularly, which clearly 
demonstrated the defensive functions of the sympathetic nervous system 
and the adrenal medulla. From his work, there has gradually evolved a 
wider concept of the psycho-physiological apparatus to include the autonomic 
nervous system and the neuroendocrine system. Thomas French? pointed 
out that the autonomic nervous system serves to: 
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1. Warn and prepare the body for danger stimuli; 

2. Help in an important way to maintain homeostasis by way of the 
respiratory, digestive, and excretory functions. (The latter, I would like to 
emphasize, includes the skin.) 

3. Also, as we all know, the autonomic nervous system is important in 
circulatory control. 


It is important to bear in mind that these three functions may either 
coérdinate with each other or they may be antagonistic. Nausea, for 
example, as a reaction to danger, interferes with the digestive function. 

Another psycho-physiologic concept which should be mentioned is that 
of feedback.’ The proponents of this idea tend to indicate, among other 
things, that when individuals cannot adequately express their feelings 
verbally, or if they cannot take some action which would appropriately and 
effectively alter and remove the disturbing situation, reverberation takes 
place in the nerve circuits, resulting in cumulative tensions. This concept 
is applicable to the view that individuals who have failed to effectively alter 
a disturbing situation, let their body disturbances speak for them by way 
of illness. 

In summary then, we need to examine two basic factors in our under- 
standing of these processes in illness, particularly in allergic illness: 


1. The predisposing biodynamic situation of the individual (the inherited 
predisposition as well as the predisposing state of physical resistance): a 
disturbance of biochemical homeostasis culminates in illness; 

2. The psychodynamic forces which precipitate the attack (disturbance 
of psycho-physiological homeostasis which results in illness) . 


When we speak of psycho-physiological homeostasis, one must bear in 
mind that early experiences influence later behavior. Sylvia Brody, who has 
made a remarkable study of mothering patterns, has succinctly crystallized 
out this idea: “The ways in which a mother answers to the needs of her 
infant, and the quality of her emotional response, are said to determine in 
large part—the susceptibility or resistance he might develop to psychic 
disturbance later.”* 

Before proceeding to the clinical material, I would like to express the 
impression that the allergic individual who suffers from symptoms has some- 
thing off-beat in his personality, whether he manifests passivity or over- 
activity in his behavior. 

Let us first consider the problem of perennial asthma. The outstanding 
contributions by the group at the Chicago Institute of Psychoanalysis, under 
the leadership of Franz Alexander and Thomas French, have delineated 
the following interpretation of the asthmatic attack:° “There is much to 
suggest that the asthmatic attack is really a sort of equivalent of a cry of 
anxiety or rage which has been inhibited or repressed. For some reason, in 
situations which provoke asthma attacks the child has been unable to cry. 
Some of the patients stated that they had not cried in years. In some of the 
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treated cases, it was observed that as the asthma attacks ceased, attacks 
of crying appeared in their stead. Such replacement of asthma attacks 
was particularly apt to occur as insight was gained into the cause of the 
attacks.” This concept is amply supported by my own observations with 
regard to repression of anxiety and rage in relation to attacks. 

In evaluating the behavior of some of these patients, I also agree with the 
workers at the Chicago Institute when they say: “Some of these patients 
were over-obedient, thereby seeking to avoid rejection in this way. Still 
others utilized sickness and suffering for gaining sympathy and affection.” 

In passing, mention should be made of the oft-quoted work by Rogerson 
and others, who pointed out that their control study showed that asthmatic 
children manifested much more anxiety and lacked self-confidence more 
than the control group of children.* 


Harold Abramson’ quotes Thomas French as saying: “A severe attack of 
asthma with its acute threat of suffocation, is a terrifying experience and 
one in which the patient feels completely helpless. What wonder, then, that 
a child should feel the need always to have near him a mother to whom 
he can cling. There is accordingly, every reason to expect that the asthma 
attacks themselves should induce the sort of helpless dependency that has 
been found to be characteristic of the deeper emotional life of our asthma 
patients.” Grotjahn has referred to the terror of death in the asthmatic 
patient during the attack."* 


In commenting on the striking significance of weeping, Franz Alexander 
states: “The asthma attack expresses opposing tendencies—the protest 
against separation from the mother and the protest against wanting to re- 
establish a dependent relationship to the mother by crying. This conflict 
seems to be the deepest and most primitive substratum of the asthma 
attack.”® One can hardly exaggerate the importance of this concept as a 
nuclear conflict. 

I have observed many times in these instances that the mother deep down 
often really hasn’t wanted children, even though consciously such a mother 
will state emphatically that she always wanted children. This kind of bio- 
logical mother lacks the capacity to give genuine affection and warmth. To 
these women, for example, the baby is messy and as such is a threat to the 
perfectionistic self-image of the mother. 

Before going into the clinical material which I have had the opportunity 
to study in patients with perennial asthma, I would like to make a privileged 
statement: I know of no case history which has been reported with greater 
intuitive understanding than the asthmatic boy in Dorothy Baruch’s, “One 
Little Boy.”’® 


CASE REPORTS 


Case 1.—A professional man, thirty-five years of age, married and father of two 
children, had his first attack of asthma at the age of three while touring Europe with 
his parents. He had recurring attacks thereafter in his childhood and was so in- 
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capacitated for several years during that time that he had to stay out of school and 
be tutored. Noteworthy was the fact that he also had experienced repeated attacks 
of pneumonia over the years. His last severe attack of asthma occurred ten years ago 
while on his honeymoon in Europe. A significant recognizable cause for protracted 
tension was his frustration on discovering his wife’s frigidity. 

This patient was the eldest of three siblings, reared by parents who traveled a great 
deal, leaving their children behind. The boy spent a lonely existence. He was unable 
to recall any play with his brother or sister, and tg this day he has practically no 
communication with his brother or sister. The patient felt that his father was hostile 
toward him and rejected him. He was unable to recall any affection displayed by his 
mother toward himself or his siblings. The patient did not recall ever weeping, for 
he has clung tenaciously to an image of himself as the strong, silent, uncomplaining 
he-man. He was disconcerted to discover that he had leaned on both his mother and 
his wife. A turning point in his progress toward health was when he broke down 
and wept on discovering his longing to be loved. 


Case 2.—A very intelligent chemist, fifty years of age, married, was referred for 
the continuation of periodic psychoanalytic psychotherapy in connection with his 
asthma. The patient stated that he has had his asthma since childhood. Intensive 
studies over a period of years by several prominent allergists failed to disclose any 
specific allergen responsible for his attacks. The patient stated, ‘When I have intense 
anxiety, the asthma disappears, and vice versa.” 

The patient was an only child. He described his father as a man who did not want 
children, and who periodically would fly into furious rages. The patient’s marriage 
was opposed by his father, while his mother had never approved of any of the girls 
the patient brought home, describing them as being “‘nobodies.’”” The mother is said 
to have had migraine attacks until she got married. The patient felt that he had 
always been caught between the mother’s social snobbishness and the father’s demo- 
cratic attitudes, j 

His mother used to say, “I always know when you are going to get an attack of 
asthma—because you become so irritable.” The patient declared, ‘When I am well, I 
feel as though I am sitting on the edge of a volcano.” 

Later, the patient broke down and wept on a number of occasions during his 
therapy, and expressed hostility towards the therapist for pushing him towards ex- 
pression of his feelings openly. It is noteworthy that during the periods when he had 
his episodes of weeping, the patient did not have asthma. 


Case 3.—A thirty-five-year-old night-club entertainer, eldest of four siblings, was 
referred for psychoanalytic psychotherapy because of his perennial asthma. The 
asthma became manifest when the patient was fifteen years of age following a quarrel 
with his parents. Prior to that time, for several years, disappearing with the onset 
of the asthma, were recurring attacks of urticaria and hay fever. 

The patient (endlessly at first) complained with great anger about his narrow- 
minded and puritanical father (who was a minister), and also raged repeatedly 
against his mother who was described as being an autocratic and domineering woman. 
Of interest is the fact that his father had suffered from hay fever over the years, and 
that one sister had repeated attacks of urticaria. In the course of uncovering some 
of the dynamic factors in the patient’s neurosis, certain trends could be defined: 
exhibitionism, and blind and compulsive defiance of authority, particularly in the 
fields of religion, politics and economics. There was an obsessional ranting against the 
injustices of the world. 

The patient displayed oral characteristics to an unusual degree; he talked con- 
stantly, drank to excess, and smoked cigarettes to an excessive degree. This patient 
had some rather disturbing sexual problems also. 
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It was interesting to note that as the therapeutic interviews progressed, the patient 
began to manifest a tendency to weep on certain occasions. The first time he broke 
down and wept, he left behind a mouth spray which he had brought with him 
for the relief of spasms. It was noteworthy that the asthma attacks alternated 
with the weeping episodes. 


In reference to the foregoing patients it is worth emphasizing that they 
displayed some tendency to obsessive and compulsive trends in their per- 
sonality functioning. In this connection, it is pertinent to recall that Reich- 
man’? has been quoted as having declared that the asthmatic is predomi- 
nantly a manic-depressive personality. On the other hand, Schatia’ stated 
that as a result of her study with a number of asthmatics, she believed these 
individuals to be compulsive personalities without evidence of phobia or 
compulsion. 

In every asthmatic patient whom I have had the opportunity to study, 
there have been several outstanding facts in the clinical picture: 


1. A history of rejection by one or both parents; 

2. Unconscious longing to cling to a parent figure, in opposition to a 
conscious desire to reject such a longing, resulting in intense conflict; 

3. Some difficulty in the sexual life of the person; 

4. Inability of the individual to express himself adequately or to succeed 
in changing the environmental situation. 

In several instances there has been covert seductive behavior by the 


mother, accompanied by threatening exhortation to the child to behave 
himself. 


ATOPIC DERMATITIS 


Significant psychological factors have been established clinically in the 
study of skin disturbances allied to neurotic problems, viz: eczema, neuro- 
dermatitis, urticaria, et cetera. Scratching plays a very important role in 
these skin disturbances,’* and it is significant that such self-destructiveness 
reveals the presence of hostility and rage. This sado-masochistic urge is 
uncovered particularly in those individuals who are accessible to exploring 
the underlying emotional and psychic disturbances. The conflict in regard to 
neurodermatitis may be outlined roughly as follows: The desire to gain 
attention and favor, in the hope of achieving the feeling of being loved, 
by showing one’s self off in some way—first in the family, and then in the 
outside world (but principally in the family framework). The skin acts as 
a battleground for the conflicting emotional forces, viz: the desire to show 
one’s self off is punished by a need to injure one’s self for such exhibition- 
istic striving. 

Ackerman’ was strongly impressed by the dominant note of hate in the 
life of the patient whom he studied intensively—hate of himself and hate of 
others. 
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CASE REPORTS 


Case 1.—A thirty-seven-year-old pharmacist was seen for moderately severe phobic 
anxiety of ten years duration. He disclosed that when he was eleven years old, he 
was treated in a mid-western city for atopic dermatitis. This skin disorder persisted for 
twelve years thereafter; rapid and complete disappearance of the dermatitis occurred 
dramatically, coincident with his marriage at the age of twenty-three. He had hay 
fever which had appeared at the age of seventeen, and which disappeared twelve 
years later when he moved to Miami. 

The patient was an only child with a history of an asthmatic father. He learned 
later that his mother had had six or seven abortions deliberately because she did not 
want to have any more children. There was constant quarreling between his parents, 
and the patient felt he was pinned down in this constant cross fire. With his allergic 
predisposition, the patient’s skin became the fiery, weeping expression of his rage 
against his parents. Definite sado-masochistic components of his psychic structure were 
involved in his work and marital relationships. His wife related how disconcerted and 
astonished she became when she discovered his extreme dependency on her. 


Case 2.—A young man twenty-seven years of age, unmarried, was referred for psycho- 
analytic therapy aimed principally at attempting to cure his atopic dermatitis. He 
had suffered from this distressing skin condition periodically from infancy. During 
his childhood and adolescence, he was sent away from home a number of times to 
seek a favorable climate. Only once did he have a severe attack of dermatitis 
while away from home. The boy developed into a young man of superior intellectual 
endowment, many talents, and sensitivity, along with considerable ambition. Restless- 
ness was a prominent characteristic; nevertheless, he managed to achieve election 
to a scholastic honor society. At the various schools he attended as a boy, he was 
exposed to the jeering of his schoolmates because his skin condition caused him to 
be regarded as an oddity. 

The young man’s father was a hard-driving, hard-bitten “successful business” man 
who was determined that his son should follow in his footsteps. The son tried for 
awhile to go along with his father’s aspirations, but soon a daily battle developed 
between the two. 

The patient’s mother was a woman of great charm and capability who tried to 
make an adjustment to her autocratic husband. The patient had strongly ambivalent 
feelings toward his mother; he longed to cling to her and to obtain a show of 
affection, but this was opposed by an urge to get away from her and find independ- 
ence by this separation from her. The patient’s mother had suffered from eczema 
and hay fever as a child and still had a tendency to break out with hives. The 
patient’s sister had an outbreak of eczema following the birth of her child. 

The severe attack of dermatitis which caused the patient to move from a northern 
city to the Miami area was precipitated by a violent emotional reaction due to a 
disappointment in a love affair. It was evident that the patient was emotionally labile: 
now somewhat euphoric, and often somewhat depressed. He would engage daily in 
angry attacks on himself and others; the principal target was his father. The 
patient manifested obsessive compulsive trends in his thinking. 

His relationship to his mother was stated in these terms: ‘Mother has been 
indispensable to me, and I am very dependent upon her. I blame Mother for a lot 
of things—the demands that she made upon me. She has been both father and 
mother to me. My father never meant a thing to me. I have never convinced myself 
that my skin condition was not my fault. My father always would say it was my 
fault.” It was interesting to hear the patient declare, ‘““When I feel I am being 
taken advantage of, I’ll be sadistic, almost cruel in retaliation. I feel a great rage 
against myself, the girl who rejected me, and my father who rejected me.” 
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ALLERGIC RHINITIS 


The problem of allergic rhinitis has not been of sufficient disabling im- 
portance in itself to warrant referral to psychoanalytic therapy. Therefore, 
any remarks which I am able to make must be relatively sketchy, for primary 
attention has been focused on the patient’s character neurosis. 

It is appropriate, however, to report on the case of a forty-three-year-old 
physician, who was subject to attacks of sneezing and rhinorrhea daily ever 
since childhood. This man came to recognize the appearance of such an 
attack as a sign of some emotional stress, which he concealed by an appear- 
ance of complete mastery of himself over every situation. 

He was an only child who had been reared in a home clouded by constant 
strife and manipulative schemes on the part of both parents. The parents 
were calculating and undemonstrative persons who rarely made a genuine 
gesture of affection towards the lonely child. The patient was small for 
his age and therefore bullied by his classmates. Yet, he never admitted 
himself the indulgence of weeping, for his idealized image was that of a 
stoical Indian. The sneezing and running nose betrayed his strongly re- 
pressed urge to weep and be consoled. Improvement in his rhinorrhea oc- 


curred when he found it possible to weep about his forlorn, loveless child- 
hood. 


THERAPY 


It is the aim of psychotherapy to relieve symptoms by reducing tensions 
which have accompanied the patient’s burden of anger, rage, hate and 
anxiety. It is also to the patient’s advantage to understand his hunger for 
warm attention and interest. Helpful attention from the physician or nurse 
is unconsciously interpreted as loving attention from a parent figure. 

It is gratifying to observe that a number of allergists have come to recog- 
nize the need of an atmosphere in the office which is of a friendly and 
personal character, rather than the coldly impersonal one where patients 
are attended to as so many animate objects. It is strongly urged that the 
ingenuity of the physician be employed to develop devices to enhance the 
friendly atmosphere in the office where a great many patients are being 
treated. It would be advantageous for the physician to be mindful of how 
important the interrelationship is between physical processes and the emo- 
tional stress of tension and anxiety. Just as the individual may be hyper- 
sensitive to physico-chemical irritants, so is he also inwardly hypersensitive to 
emotional stimuli. The feeling that he is being given personal attention 
helps in counteracting the feelings of rejection which he endured earlier in 
life. 

We know that while there may be occasional remarkable and sudden dis- 
appearances of symptoms, it is more usual for treatment of the allergic. 
disorder to be a “long” term process. There is a gradual diminution of at- 
tacks as the threshold of vulnerability is raised; psychologically the patient 
gains increasing awareness of the deeply repressed or stoutly denied feelings 


892 ANNALS OF ALLERGY 


EMOTIONAL FACTORS—SELINSKY 


involving conflict about significant persons in his life. There is need to 
respect his psychic as well as physical vulnerability. 

One can reasonably expect therapeutic results from psychotherapy to range 
from mild improvement to cure, depending upon the accessibility of the pa- 
tient to insightful work. The psychotherapeutic approach must be geared 
to the capacity of the patient at the given moment to respond to investigative 
or insightful techniques. Considerable difficulty may be experienced in the 
therapist-patient relationship if the patient needs his symptoms as a defense 
against a conflict which is causing great anxiety; breaching such a defense 
might threaten total collapse of the patient’s precarious hold on the appear- 
ance of sanity. He prefers to be sick rather than to appear very unhappy. 
It will be recalled that earlier in this communication what Groddeck said 
was given great weight: that psychosomatic illness serves to postpone solu- 
tion of inner conflicts. 

The art: of approaching some patients who can accept symptoms of 
physical illness, but who cannot accept symptoms reflecting emotional ill- 
health, is one that requires patient tact and skill. It is admittedly difficult. 

Finally, may I recall the enigmatic statement with its hint of profound 
truth that Thomas Mann’* made in a tribute to Freud a number of years 
ago: “All heightened healthiness must be achieved by the route of illness.” 
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CASE OF A PERIODICAL AFFECTION OF THE EYES AND CHEST 


Historical Document 


JOHN BOSTOCK, M.D., F.R.S. and L.S. 


Tue following case, it is presumed, will not be altogether uninteresting 
to the Society, as affording an example of an unusual train of symptoms, 
and it may perhaps be considered the more worthy of their attention, from 
its having occurred in the person of the narrator. 

J. B. aet. 46, is of a spare and rather delicate habit, but capable of con- 
siderable exertion, and has no hereditary or constitutional affection, ex- 
cept various stomach complaints, probably connected with, or depending 
upon, a tendency to gout. About the beginning or middle of June in 
every year the following symptoms make their appearance, with a greater 
or less degree of violence. A sensation of heat and fullness is experienced 
in the eyes, first along the edges of the lids, and especially in the inner 
angles, but after some time over the whole of the ball. At the commence- 
ment the external appearance of the eye is little affected, except that there 
is a slight degree of redness and a discharge of tears. This state gradually 
increases, until the sensation becomes converted into what may be charac- 
terized as a combination of the most acute itching and smarting, accom- 
panied with a feeling of small points striking upon or darting into the 
ball, at the same time that the eyes become extremely inflamed and dis- 
charge very copiously a thick mucous fluid. This state of the eyes comes 
on in paroxysms, at uncertain intervals, from about the second week in 
June to the middle of July. The eyes are seldom quite well for the whole 
of this period, but the violent paroxysms never occur more than two or 
three times daily, lasting an hour or two each time; but with respect to 
their frequency and duration there is the greatest uncertainty. Generally, 
but not always, their invasion may be distinctly traced to some exciting 
cause, of which the most certain is a close, moist heat, also a bright glare 
of light, dust or other substances touching the eyes, and any circumstance 
which increases the temperature. After the violent inflammation and dis- 
charge have continued for some time, the pain and redness gradually go 
off, but a degree of stiffness generally remains during the day. 

After this state of the eyes has subsided for a week or ten days, a 
general fulness is experienced in the head, and particularly about the 
fore part; to this succeeds irritation of the nose, producing sneezing, which 
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occurs in fits of extreme violence, coming on at uncertain intervals. To 
the sneezings are added a further sensation of tightness of the chest, and 
a difficulty of breathing, with a general irritation of the fauces and 
trachea. There is no absolute pain in any part of the chest, but a feeling 
of want of room to receive the air necessary for respiration, a huskiness 
of the voice, and an incapacity of speaking aloud for any time without 
inconvenience. To these local symptoms, are at length added a degree 
of general indisposition, a great degree of languor, an incapacity for 
muscular exertion, loss of appetite, emaciation, restless nights, often attend- 
ed with profuse perspirations, the extremities, however, generally cold. 
The pulse is permanently quickened, from 90, the average standard, to 
about 100, and upon any considerable exertion it rises to 120 or more. 


This is an account of the complaint in its worst state, which, however, 
it does not assume in every season, and indeed its violence is generally 
less than is here described. The affection of the eyes is recollected to 
have occurred when the patient was eight years old, and there has been 
more or less of it every year since; the sneezings came on nearly at the 
same period, but the first attack of the chest was at the age of sixteen 
or seventeen. Generally speaking, the complaints have increased for the 
last twenty years, although not progressively. All the acute symptoms dis- 
appear about the end of July, but a considerable degree of weakness 
and languor is left, which remains a month or six weeks longer. It has 
happened that the most severe summer complaints have been experienced 
after the patient had enjoyed the best health during the preceding spring. 
On the contrary, it has been thought that after a severe summer attack, 
the patient has more completely and more rapidly regained his usual state 
of health and strength in the autumn. 

The remedies employed have been various, and they have been perse- 
vered in with an unusual degree of steadiness.. Topical bleeding, purgin, 
blisters, spare diet, bark and various other tonics, steel, opium, altera- 
tive courses of mercury, cold bathing, digitalis, and a number of topical 
applications to the eyes, have been very fully tried, but it is doubtful 
whether any distinct or permanent benefit has been derived from any 
of them. The complaint once seemed to be decidedly stopped by a journey, 
but in other instances it has existed while the patient was traveling. By 
using every means for obtaining fresh air, without much exertion, and by 
carefully avoiding a moist and close atmosphere, the symptoms may be 
in some measure kept off, but they have frequently, appeared under 
circumstances that seemed. the least likely to have produced them. 


It may form an important addition to the narrative to state, that during 
the last summer the patient was so situated as to be able to avoid almost 
every degree of bodily exertion; he remained nearly confined to the house 
for about six weeks, and the result was that, notwithstanding the unusual 
warmth of the season, he experienced much less of the affection than he 
had done for several years before. 
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Editorial 


The opinions expressed by the writers of editorials in the ANNALS do not 
necessarily represent the group opinion of the Board or of the College. 


WITH WHAT WE MUST CONTEND 


The patient, a twenty-seven-year-old married woman, for some years 
had been afflicted with allergic coryza daily and, perennially, with severe 
exacerbations noted during the last weeks of the Ragweed pollen season. 
She was treated by her family physician and by traditional methods. Despite 
the absence of positive skin test reactions to dilute extracts used percuta- 
neously, she reacted to injections of substances unknown to her with mod- 
erately severe systemic reactions characterized by urticaria, conjunctival and 
as well, nasal symptoms. A bout of herpes simplex was unsuccessfully treated 
by means of oxytetracycline which was taken orally for ten days. 

She then paid a fee of $200.00 for studies done by a second physician 
who is not a member of any local, regional or national society and whose 
name is not listed as a subscriber to any journal concerned with the subject 
of allergy. No examinations of any type were done. During ten visits, 
she was tested with the substances listed below. Appended is an exact list 
spelling, capitalization, abbreviations, and classifications) of the results 
as presented to her to follow with instructions, that the foods and other 
substances as listed, “to avoid,” were to represent her only course of treat- 
ment and was therefore to be followed most sedulously. 

But many of the foods, for example, pomegranate, are not available in 
her geographical area. She has never eaten and cannot identify twenty- 
five of the foods listed as those which she must not eat. She does not 
know what “celery cabb” might be. Of the other ingestants which she 
may eat, sixty-four are unfamiliar to her by appearance or taste. She did 
not know that “chevril” represented the spice chervil, and she has never 
seen a “brussel spr.”. Because she did not realize that Coca-cola was mis- 
spelled as “cocoa-cola,” she continued to drink it with no ill effects. 

At one time, for a period of six weeks, she limited her diet to as many 
of “the foods” she was told to avoid as she could procure, learn to prepare, 
or stomach, although she was unable to purchase “crappie” or “cottonseed” 
or “castor bean.” Her allergic disorder was in no way exacerbated, and 
in fact she states that she is certain that, if anything, she was less severely 
affected. 

Neither does she nor do any of her relatives or friends possess pets. She 
was told to replace her own feather pillow, but not that of her husband 
with whom she occupies a double bed. There is no environmental exposure 
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to molds. She recognizes neither kapok nor jute, and is completely ignorant 
as to where they are from, or for what purpose they are used. She lives in 
the center of a large city and knowingly she has never been exposed to 
cosmos, dogwood, fern, lilac, mulberry, poppy, privet, or aster. There are 
no cherry trees within ten miles of her home and dandelions are visible only 


to her from the window of her car, should she drive. 

After having followed the diet, as best she could, for two full years and 
after having avoided such inhalants as she could recognize, she was referred, 
because of no improvement, to a third physician who is a Fellow of both 
national societies. Skin test positive reactions were elicited to Ragweed 
pollen, house dust, and feathers. Measures for diminution to exposure to 
dust were instituted with good results for perennial and environmental 
symptoms. No treatment by means of injections was needed for her Rag- 
weed pollen sensitivity, the skin tests of which were mirrored by no seasonal 
clinical symptoms. The patient needs no antihistaminic agents and takes 
no other drugs. She is now in a state of complete and satisfactory normal 
health. 

Physician’s name (deleted) Patient’s name (deleted) Date 1957 
FOODS TO AVOID 
CHICKEN artichoke aniseed eggs 
ch. liver asparagus bay leaves 
lamb celery caraway seed 
lamb tongue cottonseed chicory parmesan cheese. - 
squab kidney bean paprika gorgonzola “ — 
tripe leek turmeric 
venison lima bean licorice almond 
mustard castor bean pistachio nut 
onion mace 
anchovy peppers 
caviar potato 
haddock rye apple coffee 
clams squash appricot sanka coffee 
lobster stringbean blackberry buttermilk 
mackerel tomatos coconut evap. milk 
pike vanilla date 
salmon parsley grape 
scallop parsnip honey dew cocoa cola 
shrimp soy bean plum root beer 
perch kale prune sarsaparilla 
pickerel dandelion raspberry 
eel red cabbage strawberry 
mullet celery cabb. avocado 
sand dab kohl rabi gooseberry oats 
sole oyster plant papaya malt 
crappie psyllium persimmon 
black pepper 
swiss chard 
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FLOWERS TO AVOID 


INHALANTS TO AVOID 


Cherry tree 


aster 
dandelion 


feathers 
dog hair 
cat hair 
cattle hair 
rabbit hair 


kapok 
jute 


henna 


tobacco 


pyrethrum (insect pds. & sprays 
mothflakes-D.D.T. pds. & 
sprays-germicide-detergents- 


airwick etc) 


FOODS TO EAT 


beef 

beef kidney 
beef liver 
beef tongue 
duck 

pork 

turkey 

veal 

calves brains 
calves liver 


goose 
guinea hen 
mutton 
rabbit 
pheasant 
sweetbread 


butter 
lard 
mazola oil 
peanut oil 
olive oil 


cream 
cottage 
American ” 
Swiss 
camembert 
cheddar 
edam 
limburger 
roquefort 
gjeodeos 


898 


cheese 


” 


sturgeon 
swordfish 
tuna fish 
white fish 
sea bass 
lake trout 
blue fish 
butterfish 
abalone 
barracuda 
black bass 
catfish 
crayfish 
snail 

frog legs 
pompano 
red snapper 
shad roe 
terrapin 
sea trout 
turtle 
weakfish 
whiting 


gelatine 
tapioca 


barley 
bean 

beet 
cabbage 
cauliflower 


ps 
horseradish 
lettuce 
mushroom 
olive-green 


spinach 
sweet potato 
turnip 

yeast 
broccoli 
brussel spr. 
lentil 

chili pepper 
chive 

egg plant 
endive 
water cress 
allspice 
cinnamon 
clove 


dill 

mint 
nutmeg 
okra 

sage 

senna 

ripe olive 
bl. eye pea 
rutabaga 
cascara 
chicle 
chevril 
curry 
chick pea 
collard 
locust bean 
thyme 


brazil nut 
cashew nut 
hazel nut 
peanut 
pecan 
chestnut 
butternut 
pine nut 
walnuts 


bourbon 
rum 
scotch 


vinegar white 


banana 
blueberry 
cantaloup 
casaba melon 
cherry 
cranberry 
fig 
grapefruit 
juniper 
lemon 
orange 
peach 

pear 
pineapple 
rasin 
tangerine 
watermeoln 
red currant 
limes 
mango 
elderberry 
pomegranate 


buckwheat 
wheat 
bran 


milk 

tea 

cocoa 
gingerale 


sweet cream 
sour cream 
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cosmos 
dogwood 
fern 
lilac 
mulberry 
poppy 
privat 
codfish 
crab 
flounder 
herring 
oyster corn 
halibut cucumber 
sardine flaxseed 
shad garlic 
smelt ginger 
peas 
poppy seed 
pumpkin 
radish 
rhubarb 
rice 
” 
| 


News Items 


THE AMERICAN COLLEGE OF ALLERGISTS, INC. 
Nominating Committee 


J. Warrick Thomas, Chairman; Giles A. Koelsche, Delbert J. Parsons, Cecil 
Collins-Williams, and M. Murray Peshkin. 


Official Ballot 
Board of Regents (Three-Year Term)...........0...cccccccccsseeesseeeseeeees John P. McGovern 


William B. Steen 
David R. Thomas 


PROMOTION TO ACTIVE FELLOWSHIP 


All applications for promotion to Active Fellowship in The American College 
of Allergists must be completed and returned to the Treasurer, Dr. John D. 
Gillaspie, 2049 Broadway, Boulder, Colorado, on or before November 30, 1960, 
in order to be considered for promotion at the Annual Meeting in Dallas, Texas, 
March 12 to 17, 1961. 

The examinations for promotion will be given on Tuesday, March 14, 1961. 


POST-GRADUATE COURSE IN ALLERGY 


A Post-graduate Course in Allergy will be given by the University of Tennessee, 
Memphis, Tennessee, November 3 and 4, 1960. 

For further details, write The Post-Graduate Department, University of Tennessee, 
62 S. Dunlap Street, Memphis 3, Tennessee. 


THE AMERICAN COLLEGE OF ALLERGISTS 


Donors—1960 

Burroughs Wellcome & Co., U.S.A., Ine...cccceceeeeseseees New York, New York 
Port Washington, New York 
The DeVilbiss Company...........ccccccscecseteseseees Somerset, Pennsylvania 
Hollister-Stier Laboratories................cccccccccssssssssscccssssseseccccccecsessees Los Angeles, California 
Oakland, California 

Atlanta, Georgia 

Chicago, Illinois 

Yeadon, Pennsylvania 

Spokane, Washington 

Knoll Pharmaceuucal Companry Orange, New Jersey 
Ralston-Purina St. Louis, Missouri 
Rexair Division, Martin-Parry Corporation............0..ccccceeseeseesseesseessensenes Toledo, Ohio 
Schieffelin & Co., Almay Division...............ccscsscccscssecssscssscssesesccssses New York, New York 
Warner-Chilcott New York, New York 
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THIRD INTERNATIONAL SEMINAR ON OPSIPHYLACTIC TREATMENT 
OF ALLERGY 


The Third International Seminar on Opsiphylactic Treatment of Inhalant Allergy 
will be held on December 3 and 4, 1960, at 75 Bay State Road, Boston, Massachusetts. 
It will differ from previous Seminars in that there will be two morning and two 
afternoon sessions, entirely devoted to new work in this field. 

The sessions will begin at 9:00 a.m. and continue until 12:30 p.m., with a 
half-hour break for demonstration of technique. The afternoon sessions will begin 
at 2:00 and continue until 5:30 p.m., with a similar intermission for the same 
purpose. 

Attendance is limited to physicians who are members of The American College of 
Allergists or the American Academy of Allergy. Unfortunately, because of limitation 
of space, technicians and wives of physicians cannot be accommodated. There will 
be no registration fee. 

An early letter of intent should be sent, inasmuch as some reservations have 
already been made. 

Because the weekend of December 3 and 4 will fall during the convention season, 
reservations for hotel rooms should be made through the Manning Travel Bureau, 
510 Commonwealth Avenue, Boston, Massachusetts. 


WISCONSIN ALLERGY SOCIETY 


The Wisconsin Allergy Society was granted its charter in June. The purpose 
of the Society is to promote and encourage the study of allergy and disseminate 
knowledge pertaining to allergic diseases among the professional and the lay public. 
The Society will conduct its first meeting on October 15, 1960, in Madison. 

Officers of the Society are: 


Harry R. Weil, M.D. 
Frederick Kuehl, M.D. 
John A. Arkins, M.D. 


NEW JERSEY ALLERGY SOCIETY 
Current officers of the New Jersey Allergy Society are as follows: 


Dr. Joseph Jehl 

Dr. H. W. Diefendorf 

Secretary . Aaron Weiner 
Treasurer. Dr. Solomon Aronoff 


SOUTHEASTERN ALLERGY ASSOCIATION 


The Southeastern Allergy Association will hold its annual meeting October 21, 
and 22, 1960, at the Atlanta Biltmore Hotel, Atlanta, Georgia. Dr. Susan Dees, 
Duke Medical College, Durham, North Carolina, is in charge of the program. 
Everyone interested in allergy is invited. 


NEWS OF MEMBERS 


Dr. Philip M. Gottlieb, F.A.C.A., has been appointed Attending Physician in the 
Allergy Section, Department of Internal Medicine, Division of Medicine of the 
Albert Einstein Medical Center, Philadelphia, Pennsylvania. 
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THE AMERICAN COLLEGE OF ALLERGISTS 
Membership Directory—Interim Addendum 


Associate Fellows O'DONNELL, John W., M.D. 
1600 Jarvis Avenue 
M.D. Chicago, Illinois 
ou venue 
SHUMAKER, Phil W., M.D. 
9730 Wilshire Boulevard 
DONOHO, Christopher R., M.D. Beverly Hills, California 
266 South College Avenue THOMPSON, Thomas M., M.D. 
Newark, Delaware 500 George Street 


New Brunswick, New Jersey 
EGGBERT, Edward, M.D. 


: WARREN, Sydney A., M.D. 
eo 2805 Bathurst Street 

Toronto, Ontario, Canada 
LISSAUER, Charlotte B., M.D. WOLF, Israel J., M.D. 
4555 Henry Hudson Parkway 231 East 31st Street 
New York, New York Paterson, New Jersey 


PRACTICE FOR SALE: Sudden death of Allergist leaves 16-year practice grossing 
$50,000.00; five-room office and five-room apartment, equipped with EKG, BMR, 
Diathermy, X-Ray and Clinical Laboratory, inter-com and air conditioning. 
Contact R. G. Bailey, 312 First National Bank Bldg., Trinidad, Colorado. 


In Memoriam 


DURWARD ALTO SKINNER, M.D., F.A.C.A. 


Durward Alto Skinner was born in Hanover, Ohio, on September 11, 1899. He 
received his B.A. degree from Ohio University and attended the Ohio State Uni- 
versity Medical School, from which he received his M.D. degree in 1927. Dr. 
Skinner did advanced study at Northwestern University Medical School in Endaural 
Otologic Surgery and Audiology. 

He was a member of the Licking County Medical Society, the Ohio State Medical 
Society, the American Medical Association, the Association of American Physicians 
and Surgeons, the American Geriatrics Society and the American Society of Ophthal- 
mologic and Otolaryngologic Allergy. In addition to being a member of Hansel’s 
group and Rinkel’s study group in Allergy, he was a member of Phi Kappa Tau, 
Phi Chi, and the Shrine. 

Dr. Skinner is survived by his widow and two daughters, Jane Ellen, sixteen, and 
Nancy Ann, nineteen years old. 

He was promoted to Fellowship in The American College of Allergists in 1954. 

J.F. 
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Papers of Interest 


Grant, I. W. B.: Use of aerosols in respiratory disease. Practitioner, 181:698 
(Dec.) 1958. 
Aerosols of epinephrine and isoprenaline are valuable in the symptomatic treat- 
ment of bronchial asthma. Inhalation is not a good method of administering 
antibiotic agents. 


Robbins, J., and Statson, C. A., Jr.: An effect of antigen-antibody interaction on 
blood coagulation. J. Exper. Med., 109:1 (Jan. 1) 1959. 
Some antigen-antibody systems in vitro shorten the coaguulation time of whole 
blood. This may play a part in producing tissue damage in vivo. 


Hsia, D. Y., Driscoll, S. G., Greenberg, D., Lee, T., and Lanoff, G.: Abnormal 
sweat electrolytes in patients with allergies. A preliminary report. J. Dis. Child., 
96:685 (Dec.) 1958. 

In 31 allergic patients, sweat chlorides were 28.6 = 3.3 meq./L as compared to 
nova = 1.3 meq./L in 83 normal controls. Previously suspected, now corrobor- 
ated. 


Pelner, L.: Allergic reaction to poliomyelitis vaccine probably due to penicillin. New 
England J. Med., 260:5, 230-233 (Jan. 29) 1959. 
Case report of patient who manifested malaise, urticaria, fever, lymphadenopathy, 
exfoliative dermatitis, and jaundice following injection of poliomyelitis vaccine. 
Response to penicillinaise and prednisone. No recurrence with poliomyelitis vac- 
cine manufactured with polymyxin B. 


Pimental, J. C.: Pulmonary aspergillomatosis. Gazeta Med. Portuguesa, X1:4, 455- 
470 (july-Aug.) 1958. 
A discussion of 4 cases of “pulmonary aspergilloma” with pathological studies 
contradicts the general opinion that aspergilli may be harmless, in that, cients 
not evasive, it acted pathologically as an intrabronchial body. 


Prickman, L. E.: Catastrophic drug reactions. Minn. Med., 41:751 (Nov.) 1958. 
Describes emergency set used by Mayo Clinic. 


Olsen, C. R.: Penicillin allergy. Incidence in young adults and a review of the 
subject. Stanford Med. Bull., 16:238 (Nov.) 1958 
In 1880 patients, incidence 3.8 per cent. Urticaria most frequent. Swollen joints, 
“serum sickness,’ asthma noted. Possible tests only predict acute anaphylaxis. 


Mogabgab, W. J.: Recent developments in upper respiratory disease. Am. J. Med. 
Sc., 237:1, 115-127 (Jan.) 1959. 
Required reading. 


Boake, W. C.: A study of illness in groups of Cleveland families (Tobacco smoking 

_ respiratory infections). New England J. Med., 259:26, 1245-1249 (Dec. 25) 
1958. 
A study of 118 adults varying from twenty to forty-three years, for a period 
of five years, showed cough more common among smokers, but sore throat and 
hoarseness less common symptoms of common respiratory diseases in cigarette 
smokers as compared to the others. Specific respiratory diseases occurred too 
infrequently (5 per cent) to be related to smoking habits. 


Wehrs, R. E.: Toxic drugs and deafness. Lancet, 78:505-507 (Dec.) 1958, 
A review of the literature of impairment of hearing due to quinine, salicylates, 
streptomycin, dihydrostreptomycin, and neomycin. Reversibility only occurs with 
the first two. It is reported that intravenous administration of thiamine may 
prevent or help deafness due to streptomycin. 
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McCombs, R. P., and Patterson, J. F.: Differentiation of allergic vasculitis, Bull. 
Tufts—New England M. Cent., 4:1-7, 1958. 
The differential diagnosis of allergic vasculitis, periarteritis nodosa, angioneurotic 
edema, sensitization dermatitis, erythema nodosum, dermatomyositis, systemic 
lupus erythematosus, and temporal arteritis due to drug sensitivity. 


Curtis, J. K., Rasmussen, H. K., and Loomans, S. M.: Pulmonary a screen- 
ing tests in bronchial asthma. Dis. Chest, 34 586-592 (Dec.) 1958 
A list of the minimum pulmonary function tests required in asthmatic patients 
with a discussion of their significance and a recommendation that they be utilized 
to recognize the early development of emphysema, so the preventive measures 
may be taken at the earliest date. 


Jackson, G. G.: Current concepts in therapy. —- IX, chloramphenicol. New 
England J. Med., 259:24, 1172-1174 (Dec. 11) 195 
A detailed and up-to- the-minute review of the cd of this important antibiotic 
agent. 


Turiaf, J., and Georges, R.: Cardiovascular accidents from asthma. Their treatment. 
Presse med., 66:1543 (Oct. 8) 1958. 
Corticosteroids and ACTH are basic. To these, according to the secondary 
disorder, antibiotics, or acetazolamide, or blood-letting are added. 


Hurley, H. J., and Shelley, W. B.: The zirconium deodorant ed an allergic 
disorder. Henry Ford Hosp. Med. Bull., 6:279 (Sept.) 1958 
First demonstration in man that allergy to a metal, zirconium, can be responsible 
for development of a granuloma. 


Zucherman, A., and Chazan, A.: Agranulocytosis with thrombocytopenia following 
chlorothiazide therapy. Brit. M. J., 508:1338 (Nov. 29) 1958, 
Case report of a seventy-year-old patient treated with digoxin and chlorothia- 
zide. A generalized maculopapular and pruritic rash developed, affecting the 
face, trunk, and extremities, with a pyroxia of 100.4° F. Studies revealed severe 
thrombocytopenia, and magakaryocytosis in the bone marrow and peripheral 
agranulocytosis. 


ca B.: Asian influenza (1957) in allergic patients. Brit. M. J., 508:1314 
29) 1958 
Of 344 patients who were afflicted with Asian influenza, the 124 who were al- 
lergic were more severely afflicted and more frequently developed bronchitis, 
bronchial asthma, and pneumonia. 


Cohen, N. J.: ene poisoning in children. Ann. paediat., i 216-26, 1958. 
The suppository dose of aminophylline for children should be 7 mg/kg. A dose 
of 5 mg/kg is safe by mouth, and by injection, 3. 5 mg/kg, will not cause over- 
dosage or toxic reaction. 


Bayliss, R. Re S.: Surgical colleges during and after corticosteroid therapy. Brit. 
M. j., 935-936 (Oct. 18) 195 
Pies ‘who are currently oe steroid hormones or who have had treat- 
ment with such compounds during the previous two years may be suffering from 
adrenal suppression. To prevent surgical collapse, cortisone (100-200 mg) is 
given intramuscularly twenty-four hours and four hours preoperatively, and in 
doses of 100-200 mg daily for one week postoperatively. 


Ordman, D.: The “climate group” of respiratory allergy patients. A basic climate 
pattern with house-dust sensitization as a universal principle in the etiology. 
Int. Arch. Allergy, 12:162-190, 1958. 

A detailed study of basic climate pattern with the suggestion that house-dust 
from coastal areas is more allergenic cause of patient difficulty, both in South 
Africa and elsewhere. 


Hamilton, L. C., and Gillespie, R. W.: Congenital hypertrophic emphysema. Am. J. 
Roentgenol., 80:421-425, 1958. 
The diagnosis of single lobe emphysema, once established by roentgenograms 
having been made, surgical excision is the treatment of choice. 
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Gross, P. A. M., Gitlin, D., and Janeway, C. A.: The gamma globulins and their 
clinical significance (concluded) IV. Therapeutic uses of gamma globulins. 
New England J. Med., 260:4, 170-178 (Jan. 22) 1959. 

Complete up-to-date discussion of uses of gamma globulin. Notes, double-blind 
study by Abernathy et al in lack of effect of frequency and severity of in- 
fectigus asthma in children. 


Boger, W. P.: A new long-acting antibacterial sulfonamide, 2,4-dimethoxy-6-sulfan- 
ilamido-1, 3- diazine, ““Madribon”: A comparative study. Paper read at the 6th 
Annual Symposium on Antibiotics, Washington, D. C., Oct. 15-16, 1958. 
Sulfadimethoxine was compared to sulfadisoxazole, sulfathiazole and sulfameth- 
oxypridazine in eighty patients. The latter three drugs are excreted rapidly, 
nearly 50 per cent in 8 hours, whereas approximately 5 per cent of the sulfa- 
dimethoxine is excreted during the same time. 


Townsend, E. H., Jr., and Borgstedt, A.: Preliminary report of clinical experience 
with sulfadimethoxine, a new long-acting sulfonamide. Paper read at the Sixth 
Annual Symposium on Antibiotics, Washington, D. C., Oct. 15-17, 1958. 

Single daily doses of sulfadimethoxine (Madribon) were effective in 167 infants 
and children (130 in private practice and thirty-seven in the hospital) treated 
for bacterial infections. No side effects were noted. 


Ross, S., Ping, J. and Zaremba, E.: Sulfadimethoxine—a new long-acting sulfona- 
mide. Paper read at the 6th Annual Symposium on Antibiotics, Washington, 
D. C., Oct. 15-17, 1958. 
'To twenty-seven hospitalized infants and children with upper respiratory in- 
fections, bronchial pneumonia, shigella dysentery and salmonella enteritis, sul- 
_fadimethoxine was administered in 25 mg daily doses for seven to twelve days, 
with good results in twenty-four of the patients. 


Gaisford, W.: Drug treatment of infants and children suffering from pneumonia. 
Brit. M. J., 516:230-232 (Jan. 24) 1959. 
An excellent discussion of the treatment of lobar pneumonia, bronchopneumonia, 
neonatal pneumonia, pneumonitis and virus infections. The difference in treat- 
ment between infants and adults is stressed. 


Mann, B. and Pasha, M. A.: Allergic primary pulmonary aspergillosis and schon- 
lein-henoch purpura. Brit. M. J., 517:282-283 (Jan. 31) 1959. 
This brief discussion of primary pulmonary aspergillosis and the bizarre clinical 
pattern of the case report given is worth study. The patient did not respond to 
intradermal tests for all allergens and molds but went into a violent attack of 
status asthmaticus when an inhalation of A. fumigatus was given as an aerosol. 


Haggerty, R.: Current concepts in therapy. Antimicrobial agents in common respira- 
<4 infections of children. 2. New England J. Med., 260:332-335 (Feb. 12) 
Lists antimicrobial agents, their preparation, the route of administration, the 
dose/Ib./day, frequency of administration, indications and comments as regards 
the treatment of otitis media, sinusitis, infectious croup, tonsillopharyngitis, 
pneumonia, bronchitis and bronchiolitis. 


Mortimer, E., Vaisman, S., Vignau, A., Guasch, J., Schuster, A., Rakita, L., Krause, 
R., Roberts, R., and Rammelkamp, C.: The effect of penicillin on acute rheu- 
matic fever and valvular heart disease. New England J. Med., 260:101-111 
(Jan. 15) 1959. 

In ninety-seven patients six weeks of intensive treatment were without effect. 
A well-integrated, detailed and thought-provoking study. 


Manning, L. and Robertson, L.: A case of aspergillosis weated with nystatin. Brit. 
5118 :345-346 (Feb. 7) 1959. 
Following sixteen days of treatment with chlortetracycline, the patient, a nurse, 
developed a secondary infection due to A. fumigatus and a long-standing pyo- 
pneumothorax. Nystatin introduced into the infected cavity was effective when 
given for thirty-eight days. 


904 ANNALS OF ALLERGY 


Books of Interest 


ALLERGY: WHAT IT IS AND WHAT TO DO ABOUT IT. By Harry Schwartz, 
M.D. (Editor). 2nd Edition, revised and enlarged. 232 pages. New York, New 
York: Frederick Ungar, 1960. Price: $3.95. 


This is an up-to-date volume covering the whole field of allergy. It is written 
clearly and illustrated with case histories. The first edition and its French and Italian 
editions have been widely and favorably reviewed. The author has written with the 
viewpoint of the total allergic personality in mind. This frame of reference is 
especially helpful to the lay reader. 

J.F 


THE WHOLE TRUTH ABOUT ALLERGY. By Herman Hirschfield, M.D. 200 
pages. New York, New York: Allergy Publishers, 1960. Price: $.50. 


This is the third edition of this popular work which the author has written in a 
simple, easy-to-read style to explain to his patients and other laymen what allergy is. 
Described are its diagnosis, identification of offenders, methods of treatment, and what 
the patient may expect in the way of results. There is no field in medicine where 
the education of the patient is so rewarding as in allergy. Each allergist has his own 
way of doing this. For those who do not have their own books, it will prove wise to 
have a lending library of this and several similar books so that the patient finally gets 
the idea. For those who have their own lay text, perhaps a few interviews will take 
the place of another text, but these are expensive in physician time and energy. 


EF. 


FDA SETS ZERO FLUID MILK TOLERANCE FOR ANTIBIOTICS USED IN 
MASTITIS CARE 


A zero tolerance in fluid milk for antibiotics used in the treatment of mastitis in 
cows has been set by the Food and Drug Administration. 


This is the first action under the Food Additives Amendment of 1958 classifying 
specific drugs as food additives. One of the products is Wyeth’s benzathine penicillin 
V. an injectible. The other is Upjohn’s product containing procaine penicillin, 
neomycin, polymixin, hydrocortisone acetate, and hydrocortisone sodium succinate. 
The zero tolerances were requested by the firms. 


In each case, the items will have to be labeled to caution dairy producers to 
discard milk from treated cows for specified periods after administration. 


FDA spokesmen pointed out that, under the zero tolerances, FDA will have a 
legal base for seizing milk which has not been discarded during the prescribed time 
and contains antibiotic residues. 
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BOOK REVIEWS 


ANTIBIOTICS ANNUAL (1959-1960). By Felix Marti-Ibanez, M.D., and Henry 
a8 00. Ph.D., 1034 pages. New York, New York: Antibiotica, Inc., *1960, Price, 


In his opening remarks in the chapter entitled “The Greatest Changes in Medicine”, 
Dr. Felix Marti-Ibanez says: 


“At first sight, these symposia may appear to summarize every autumn the rich 
scientific harvest of the previous year. But I would say it is the other way around. 
Getting together here, interchanging i en inquiring into one another’s work, 
dreaming together, sharing our hopes—this to a large degree is what determines the 
harvest of discoveries to be reaped the following year. More than an account of 
what you have done in the past year, this symposium each year is like the hoisting 
and unfurling of an inspiring banner that galvanizes you scientists to further action, to 
do still greater things in the year to come. 

“Tt is fitting to inquire if the new scientific challenges uncovered at each symposium 
are just another facet of these our times, which like a rose with its thorns, are so full 
of promise and yet bristle with problems. History tells us that medicine obeys the 
law of action and reaction, wherein each new scientific step, each medical discovery, 
starts a chain reaction of challenges that the physician must resolve if he wants to 
ensure continuity in the history of medicine.” 

The discussion of “The Seven Great Challenges in the History of Medicine” is 
followed by a discussion of ““Medicine’s Seven Answers to the Challenge of Our Time.” 

Notes concerning “The Dangers of Creating Mythology of Science” are followed 
by “The Seven Vitrues of the Modern Scientific Investigator.”” “The Role of Clinical 
Investigator” is discussed in greater detail by Maxwell Finland in the chapter entitled 
“Who Should Engage in Clinical Investigation”, not only who, but when, where and 
how are stressed. 

Some of the 150 papers are required reading, especially those by Norman and his 
associates and Gould and McC. Murdoch on “The Effects of Long-Termed Tetra- 
cycline Therapy on Chronic Bronchitis’ and “The Long-Term Management of 
Chronic Bronchitis with Antibiotics”. 

Of chief interest to allergists is the panel discussion on “The Present Status and 
Problems Involved in Human Sensitization to Antibiotics’. Equally as good is the 
chapter on “The Chemotherapy of Acute and Chronic Pediatric and Geriatric In- 
fections”. Few physicians will read all the chapters of the seventh Antibiotic Annual, 
but then there are no physicians who will not find some particular paper of great 
interest. 
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